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Too many doctors have suspended their professional judgment
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OR MANY Americans, the great tragedy of trans rights is the story of how
F Republican governors and state legislatures are stigmatising some of
society’s most put-upon people—all too often in a cynical search for votes.
This newspaper shares their dismay at these vicious tactics. In a free society it
is not the government’s place to tell adults how to live and dress, which
pronouns to use, or what to do with their bodies.

Listen to this story. Enjoy more audio and podcasts on iOS or Android.

0:00 / 0:00

However, nestled within that first tragedy appears to be a second—this time a
tragedy of good intentions. On different sides of the Atlantic, medical experts
have weighed the evidence for the treatment of gender-dysphoric children
and teenagers, those who feel intense discomfort with their biological sex.
This treatment is life-changing and can lead to infertility. Broadly speaking,
the consensus in America is that medical intervention and gender affirmation
are beneficial and should be more accessible. Across Europe several countries
now believe that the evidence is lacking and such interventions should be
used sparingly and need further study. The Europeans are right.
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The number of children and teenagers diagnosed with gender dysphoria in
America has soared. One estimate found that there were over 42,000 new
diagnoses in 2021, three times the count in 2017. Gender-affirming care, as
America understands it, stipulates counselling, which can lead to puberty-
blocking drugs and subsequently cross-sex hormones (testosterone for girls
and oestrogen for boys—used, by one estimate, in 10% of cases). Occasionally,
there may be mastectomies and, very rarely in the under 18s, the construction
of ersatz genitals from flaps of skin or pieces of bowel. The goal is to align the
patient’s body with the way that they think about themselves.

Proponents say that the care is vital to the well-being of dysphoric children.
Failure to provide it, they say, is transphobic, and risks patients killing
themselves. The affirmative approach is supported by the American Academy
of Paediatrics, and by most of the country’s main medical bodies.

Arrayed against those supporters are the medical systems of Britain, Finland,
France, Norway and Sweden, all of which have raised the alarm, describing
treatments as “experimental” and urging doctors to proceed with “great
medical caution”. There is growing concern that, if teenagers are offered this
care too widely, the harms will outweigh the benefits.

As we report in this week’s briefing, one concern is that doctors have changed
the safeguards built into the original treatment design, devised in the
Netherlands in the 1980s and 1990s. Twenty years ago, the typical patient was
male, with a long history of dysphoria. Children and teenagers with
psychological problems besides dysphoria were disqualified from treatment.
These days most patients are adolescent girls. Their dysphoria may be
relatively recent. Some are depressed, anxious or autistic, but mental illness
is no longer a hard barrier to treatment. Do these patients respond to drugs
and surgery in the same way?
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It is unclear. And that is because the clinical evidence for intervention in
broader categories of adolescents is vague. A formal British review of the
clinical evidence, prepared in 2020, found that almost all the studies in this
area were of poor quality; one in Sweden came to similar conclusions. When
researchers find benefits, the effects tend to be small. It is often impossible to
conclude whether they are lasting, or how much the credit is down to drugs or
counselling or both. Some older studies suggest that, left alone, most children
will naturally grow out of their dysphoric feelings. The long-term effects of
puberty-blockers remain unknown, though there are worries about brain
development and decreasing bone density.

Medical bodies build safeguards into their treatment protocols, but they vary.
And in any case practitioners may ignore them. Whistle-blowers say that
some children and teenagers are being put on puberty-blockers after only a
cursory assessment. A growing number of “detransitioners”, who regret their
treatment, say that they have been left scarred, infertile, with irreversibly
altered appearances and were unhappy with how their dysphoria was treated.

America’s professional bodies acknowledge the science is low quality, but say
they have a duty to alleviate patients’ mental anguish. Some patients suffer
regret in all medical procedures, from knee surgery to liposuction. And they
observe that the most shocking allegations about poor treatment are only
anecdotes. Speaking on American radio last year, Rachel Levine, assistant
secretary for health and a paediatrician, was very clear: “There is no argument
among medical professionals...about the value and the importance of gender-
affirming care.”

Except that there is. And when medical staff raise concerns—that teenage
girls may be caught up in a social contagion, say, or that some parents see
transition as a way to have a straight daughter rather than a gay son—they
have been vilified as transphobic and, in some cases, suffered personal and
professional opprobrium.
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Medical science is not supposed to work this way. Treatments are supposed to
be backed by a growing body of well-researched evidence that weighs the
risks and benefits of intervention. The responsibility is all the heavier when
treatments are irreversible and the decisions about whether to go ahead are
being taken by vulnerable adolescents and their anxious parents.

What to do? To some, the uncertainties that surround medical interventions
are grounds for an outright ban. In fact, the lack of evidence cuts both ways.
Perhaps, when proper trials are complete, their proponents will be proved
correct. The right policy is therefore the one Britain’s NHS and the Karolinska
Institute in Sweden seem to be working towards. This would promote
psychotherapy and reserve puberty-blockers and cross-sex hormones for a
system in which patients would almost always be enrolled in a well-run
clinical trial.

Ideally, American regulators would insist on trials, too. If the culture wars put
that compromise out of reach, professional bodies should uphold their own
protocols by welcoming whistle-blowers and advance science by calling on
patients to be in trials. Sometimes, they will need to protest against illiberal
laws. Above all, they should not add to the tragedy. ®

For subscribers only: to see how we design each week’s cover, sign up to our weekly
Cover Story newsletter.

This article appeared in the Leaders section of the print edition under the headline "The dangers of gender
medicine"
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1 | INTRODUCTION

Gender incongruence refers to a mismatch between the biologi-
cal sex and perceived gender identity. When gender incongruence
causes significant discomfort, it is called gender dysphoria. When
gender dysphoria causes clinically significant distress, the condi-
tion might meet the diagnostic criteria for transsexualism accord-
ing to the (international classification of disease) ICD-10 guidelines,*
or gender dysphoria according to the DSM-5.2 Gender identity-
affirming health care is provided to ease gender dysphoria.3 The
treatment aims to align bodily characteristics with the individual's
gender identity, and usually includes cross-sex hormone treatment
(CSHT), as well as chest and genital surgery.

In youth with gender dysphoria, gonadotropin-releasing hor-
mone analogues (GnRHa) have been used to inhibit spontaneous
puberty development. The rationale is to prevent irreversible bodily
changes and give young individuals time to explore their gender
identity. Following the first case report in which a GnRHa was used
to suppress puberty in a female-to-male transsexual individual,* the
“Dutch protocol” was developed.® According to this protocol, young
pubertal people presenting with gender dysphoria should first un-
dergo a thorough psychological evaluation. If the diagnosis gender
dysphoria is confirmed, GnRHa treatment is recommended to start
during the early stages of puberty (Tanner stages 2-3). If gender dys-
phoria subsides, the individual may discontinue GnRHa treatment,
at which point spontaneous puberty will restart. If gender dysphoria
persists, CSHT might start at age 16 years and sex-reassignment sur-
gery at 18 years. Gender dysphoria in youth was a rare phenomenon
when the Dutch multidisciplinary protocol for the treatment of gen-
der dysphoria was introduced. Seeking care for gender dysphoria
has since become increasingly common in younger people in many
parts of the western world,®” with an exponential rise among chil-
dren born female.® Although not all children with gender dysphoria
receive gender identity affirming treatment, there has been an en-
suing increase in hormones to treat children with gender dysphoria,
of which data on the effects and side effects are limited. There is no
previous systematic review or meta-analysis of hormone treatment
for children with gender dysphoria.

This systematic review aimed at assessing (a) psychosocial ef-
fects, (b) effects on bone health, (c) effects on body composition and
metabolism, and (d) satisfaction and therapy persistence in children
aged <18years with gender dysphoria undergoing hormone therapy.

Conclusion: Evidence to assess the effects of hormone treatment on the above fields
in children with gender dysphoria is insufficient. To improve future research, we pre-
sent the GENDHOR checklist, a checklist for studies in gender dysphoria.

adolescent, bone density, gender dysphoria, gonadotropin-releasing hormone agonist,

Key Notes

e This systematic review assessed psychosocial ef-
fects, bone health, body composition and metabolism,
and therapy persistence in children (<18years of age)
with gender dysphoria undergoing treatment with
gonadotropin-releasing hormone analogues (GnRHa).

e Long-term effects of hormone therapy on psychosocial
health are unknown. GnRHa treatment delays bone
maturation and gain in bone mineral density.

e GnRHa treatment in children with gender dysphoria
should be considered experimental treatment of indi-

vidual cases rather than standard procedure.

In this review, trans women are referred to as male-to-female and

trans men as female-to-male.

2 | METHODS

2.1 | Preregistration

This systematic review originated from a 2-year commissioned
work from the governmental body the Swedish Agency for Health
Technology Assessment and Assessment of Social Services (SBU).
Ongoing SBU reviews are registered on the SBU website (https://
www.sbu.se/en/ongoing-projects/) but not recorded in external

databases.

2.2 | Selection criteria

The search was restricted to children aged <18 years with reported
gender dysphoria. We included observational studies, randomised
controlled trials, and systematic reviews according to the Preferred
Reporting Items for Systematic Reviews and Meta-Analyses
(PRISMA) guidelines.9 Case reports, editorials, and non-human stud-
ies were excluded from further review. The search was limited to
English-language publications.
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2.3 | Search strategy

Two professional information specialists at the Swedish Agency for
Health Technology Assessment and Assessment for Social Services
(SBU) performed a comprehensive search of the following medical
databases up until 9 November 2021: CINAHL (EBSCO), Cochrane
Library (Wiley), EMBASE (Embase.com), PsycINFO (EBSCO),
PubMed (NLM), Scopus (Elsevier), and SocINDEX (EBSCO). They
also searched the Campbell Library, Epistemonikos, Evidence
Search, International HTA database, as well as three NIHR Centre for
Reviews and Dissemination (CRD) databases: Database of Abstracts
of Reviews of Effects (DARE), Health, and Technology Assessment
(HTA), and NHS Economic Evaluation Database (EED). Finally, we
searched PROSPERO, an international prospective register for sys-
tematic reviews, to identify any relevant ongoing systematic reviews
but found none. The search, selection, and assessment were con-
ducted according to the Preferred Reporting Items for Systematic
Reviews and Meta-Analyses guidelines.” The search and selection
processes are outlined in Figure 1. Only studies of low or moder-
ate bias were eligible for this review. Full literature search strategy
is provided at the SBU web page (https://www.sbu.se/contentass
ets/4062b596a35c4e1383405766b7365076/bilaga-1-litteratur
sokning.pdf).

2.4 | Relevance, risk of bias, and
quality of evidence

Two independent experts checked all hits for relevance. Relevant
studies (based on a pre-defined PICO) were then evaluated for risk of
bias, also by two independent experts, according to ROBINS-I (Risk
of bias in non-randomised studies of interventions).X%** Robins-I as-
sesses possible bias in seven domains: confounding; bias due to se-
lection, measurement classification of interventions, deviations from
intended interventions, missing data, measurement of outcomes,
and selection of the reported result.

If the two reviewers did not agree on content or quality, the
paper was discussed in the larger research team of four experts
(JFL, PR, BK, ML). Randomised controlled trials were planned to be
assessed by RoB-2.1% To rate the quality of evidence for specific
outcomes, we used the Grades of Recommendation, Assessment,
Development and Evaluation (GRADE) system.'> GRADE has four
levels of evidence (very low, low, moderate, high) and considers five
domains that can decrease the level of certainty one or two levels
(risk of bias, imprecision, inconsistency, indirectness (similar to ‘ex-
ternal validity’), and publication bias).

2.5 | Data extraction

Two reviewers (MH, JA) retrieved data from the included studies.
The data extracted included the outcomes mental and psychosocial

ACTA PZEDIATRICA YNV

health including suicidality, anthropometric measures and metabo-
lism, bone health, adverse events, and the characteristics of each
study including age at referral or intake, age at start of GnRHa treat-
ment, age at start of CSHT, number of participants enrolled in study,
number of transgender participants, number of hormone treated
transgender participants, number of non-transgender participants,
number of participants evaluated, treatment type (drugs, dosages,
type of administration, treatment frequency), total treatment dura-
tion, and total follow-up time. The full data extraction of included
studies is provided at the SBU web page (https://www.sbu.se/conte
ntassets/4062b596a35c4e1383405766b7365076/bilaga-3-tabel

Iverk-over-inkluderade-studier.pdf).

2.6 | Statistics

No statistical analyses were performed.

2.7 | Ethics

Ethical approval is not applicable for this systematic review.

3 | RESULTS

3.1 | Identified studies

After duplicate removal, the search yielded 9934 potential studies
(Figure 1). Of these, 195 were selected for thorough reading. Of
these, 36 were relevant and assessed for risk of bias. Twelve stud-
ies were excluded because of high risk for bias, leaving 24 studies
with low to moderate, moderate, or moderate to high risk of bias re-
viewed in this paper. A list of excluded studies is provided at the SBU
web page (https://www.sbu.se/contentassets/4062b596a35c4el
383405766b7365076/bilaga-2-exkluderade-studier-med-hog-risk-
for-bias.pdf).

3.2 | Characteristics of the 24 studies

All 24 relevant studies had been published since 2014 (Table 1). Study
participant age at the start of GnRHa therapy was typically between
11 and 15years (range 9-18.6years), with CSHT rarely being intro-
duced before age 15. Except for the Hisle-Gorman et al.’ (n=3754
participants) and Mullins et al.'® (n=611) papers, few studies included
>200 individuals. GnRHa treatment often continued for around
2years, sometimes up to 4years, and similar treatment durations were
observed or reported for CSHT as observations were usually not re-
ported after age 18years. Full details of included studies are given at
the SBU web page. Overall, there were eight studies on GnRH alone,
13 studies on GnRH+CSHT, and three studies on CSHT alone.
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Abstracts form
supplementary search

8

Total number of abstracts
16 467

FIGURE 1 PRISMA flow diagram.

Number of abstracts after
control for duplicates
9934 .

Number of excluded

abstracts
9739

A 4

Articles read in full text

Excluded articles
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Relevant articles
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bias bias 12
6 18

Number of articles included in the report
24

3.3 | Psychosocial and mental health
Table 2 outlines the six studies that examined psychosocial outcomes
and cognitive effects.*™*? Three of these studies found significantly
improved overall psychosocial function after GnRHa treatment as
measured by the Children's Global Assessment Scale (CGAS).}4"1¢
Two of these studies observed no statistically significant change in
gender dysphoria.'>'® Two of these studies reported significantly
improved self-rated quality of life after treatment measured through
Kidscreen-27, Short Form-8 (SF-8), Child Behaviour Checklist (CBCL)
(parent report), and Youth Self Report (YSR),'®"Y” while another study
reported no statistically significant differences in anxiety and de-
pression between those who started and not started hormone
therapy.'®

Because these studies were hampered by small number of par-
ticipants and substantial risk of selection bias, the long-term effects
of hormone treatment on psychosocial health could not be evalu-
ated. Of note, the above studies do not allow separation of potential

effects of psychological intervention independent of hormonal

effects.

3.4 | Cognitive outcomes

We could only identify one study of low-moderate bias on cog-
nitive outcomes in children with gender dysphoria receiving
GnRHa therapy.” This cross-sectional study from the USA com-
prised 20 treated (8 male-to-female and 12 female-to-male) and
20 untreated (10 male-to-female and 10 female-to-male) young
transgender persons and a control group (n=45). Controls were
identified from age-matched family members and friends. The
Tower of London task was administered to assess executive func-
tioning. The study neither found differences in cognitive function
between treated and untreated transgender persons, nor between
treated transgender persons and controls. However, because no
before-after GnRHa therapy analyses were performed, the study
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TABLE 2 Summary of findings on psychosocial outcomes of puberty-blocking treatment (GnRHa) treatment in children with gender

dysphoria.}4™?
Outcome Number of study participants, description of “Certainty of
measures studies Main result evidence” Deduction in GRADE?
Global n on hormones=254 Improved global function Cannot be -2 risk of overall bias®
function n evaluated=113 as assessed with the assessed -2 precision®
Four observational cohort studies: one prospective CGAS
and three retrospective studies**’
Suicide n on hormones=42 No change in suicide Cannot be -2 risk of overall bias®
ideation n evaluated =28 ideation assessed -2 precision®
One prospective observational cohort study
with mixed treatment (38 subjects with no
pharmacological treatment)*®
Gender n on hormones=145 No change in gender Cannot be -2 risk of overall bias®
dysphoria  nevaluated =49 dysphoria assessed -2 precision®
Two prospective observational cohort studies*>*¢
Depression n on hormones=97 No change in depression Cannot be -2 risk of overall bias”
n evaluated =60 assessed 2 precision®
Two prospective observational cohort studies of
which one included mixed treatment'**®
Anxiety n on hormones=97 No change in anxiety Cannot be -2 risk of overall bias®
n evaluated=60 assessed -2 precision®
Two prospective observational cohort studies'**®
Cognition n on hormones=20 No change in cognition Cannot be -2 risk of overall bias®
n evaluated=20 compared with assessed -2 precision®
One study® matched controls
Quality of life  n on hormones=98 1. Improvement in quality Cannot be -2 risk of overall bias?
n evaluated=46 of life most pronounced assessed -2 precision®

Two observational cohort studies, whereof one
retrospective®®?’

Abbreviation: CGAS, Children's Global Assessment Scale.
3Starting at 4 for optimal studies in each study type.

in subjects receiving
puberty-blocking
hormones, followed
by gender-affirming
hormone treatment?’

. Some improvement*¢

bSelection of study participants is difficult to assess, analysis not based on stage in puberty development.

‘Few study subjects in each study, heterogeneity in outcome and analyses.

could not investigate potential cognitive effects of hormone
therapy.

3.5 | Bone health outcomes

Six longitudinal studies used dual-energy X-ray absorptiometry
(DXA) scan technology to explore bone health before and again after
some time with GnRHa treatment (Table 3). The second DXA scan
usually coincided with CSHT initiation leading to different follow-up
durations. The third DXA scan was performed after variable time
with CSHT, performed with variable dosing and administration. The
lumbar spine and hip were most often examined. One study investi-

2126 and one

gated bone geometry.?° Six studies were retrospective
study was prospective.20 An additional study was cross-sectional
where study participants in early puberty (Tanner stages 2-3) were

examined only once, before the start of GnRHa therapy.?’

Three studies reported a lower bone mineral density (BMD) in
patients before or at start of GnRHa treatment compared with the
general population of the same biological sex and age.21’23'27 During
GnRHa treatment, BMD estimated through area or volume, and ex-
pressed in z-scores increased less compared with general population
reference values. However, the mean absolute BMD remained un-
changed up to 2-3years of GnRHa treatment.?%?3 The initiation of
CSHT stimulated bone maturation and mineral accrual, increasing
BMD.?"?2 After a median CSHT duration of 5.4yearsinin female-to-
male and 5.8years in male-to-female, the lumbar spine mean areal
BMD z-score was still significantly lower than at the start of GnRH
therapy, while the other volume BMD and femoral neck estimates
had normalised.?’ In another study, female-to-male receiving tes-
tosterone replacement therapy for 1-2years had not regained their
group mean BMD z-score registered at the start of GnRHa therapy.24

Bone geometry, estimated as subperiosteal width and endocor-
tical diameter, was studied on DXA scans before start of GnRHa

ASUIDI SUOWIO)) dANEa1)) d]qedrjdde oYy Aq pausdA0T dIe sd[onIe YO ‘9N JO s 10§ AIeIqIT duIjuQ) A[IA\ UO (SUONIPUOD-PUB-SULI}/WO"KI[IM" AIRIQI[OUT[UO//:Sd1Y) SUONIPUO)) PUE SWID ], 33 S [£707/S0/97] U0 Areiqry duruQ Lo[Im “16L91 ede/[ 1 1°01/10p/wod Adim Kreiqrpourjuoy/:sdny woiy papeojumo( 0 ‘£zZz1S91



Case 3:23-cv-00230-DJH

LUDVIGSSON ET AL.

Document 47-2 Filed 06/09/23 Page 9 of 14 PagelD #: 533

TABLE 3 Summary of effects on bone development by puberty-blocking treatment (GnRHa) followed by CSHT in children with gender dysphoria.?®-2°

Number of study participants, description of

studies

Deduction in GRADE?

“Certainty of Evidence”

®DO0O

Main Result

Outcome measures

-1 risk of overall bias”

-1 precision

Unchanged bone density (DXA measurement)

=363

n on hormones
n evaluated

Bone density during puberty-blocking

=297

hormonal treatment (g/cmz, g/cm3)

Low certainty

Five observational cohort studies (four

retrospective and one prospective)?° 4

1 risk of overall bias”

@DOO o
-1 precision

Decreased increase in bone density over time

=408

n on hormones
n evaluated

Bone density during puberty blocking

=292

hormonal treatment in relation to reference

data in the literature (z-score)

Low certainty

Five observational cohort studies (four

retrospective, and one prospective)“'25

-1 risk of overall bias”

@DO0O of
-1 precision

After group median five years with CSHT,

=268

n on hormones

Bone density after 1-3years (up to 22years of

ACTA PZEDIATRICA IRV I

treatment and after at least two years on CSHT and compared with
reference values of the general population: the bone geometry re-
sembled the reference curve for the experienced sex only when
GnRHa was started during early puberty. Bone geometry estimates
in those who started GnRHa treatment during mid and late puberty

remained within the reference curve of the biological sex.?

3.6 | Body composition and metabolic markers

GnRHa treatment effectively reduced endogenous sex hormone
serum levels (Table 4). DXA scans after 1year of GnRHa treat-
ment revealed increased fat mass and reduced lean body mass.?®

Low certainty

Longitudinal growth depends on bone maturity (bone age) of those
in the study group. Ongoing pubertal growth spurt will be arrested
when GnRHa therapy is started, reducing the growth velocity to the
prepubertal rate.?’

Nokoff et al studied body composition and insulin sensitivity
during 1year of GnRHa therapy.° In addition to body composition,
metabolic effects as insulin sensitivity during CSHT, and changes in
blood pressure during testosterone therapy were examined.3'"%3
Of these studies, three originated from Amsterdam.??3?33 The
Amsterdam studies included observations during GnRHa therapy,?
1year after starting CSHT,*? as well as after a group median >5years
with CSHT in a cohort of 22-year-old adolescents.>**® The studies

from Amsterdam were generally larger than the other studies. CSHT

lumbar spine compared to data at start of

bone density recovered in hip but not in
treatment (z-score)

changed body composition towards the affirmed sex. 312 Obesity
(defined as BMI >30 at age 22years) was more prevalent in the
transgender population®® (Table 4).

3.7 | CSHT in children without prior

retrospective and one prospective)?t24%°

o

2

e

[}

2

=}

7

< GnRHa treatment

S

i
- o We were able to identify three studies of low-to-moderate bias ex-

o
S = amining CSHT in children without prior GnRHa treatment.?33435
oz . - .
T All were retrospective longitudinal studies. Because the number
S § of study participants was small, studies were deemed to have low
% _%’ external validity, and because the studies examined different out-
< -

comes (e.g., lipid serum levels, Hb, blood pressure, metrorrhagia), it
was not possible to draw any overall conclusions from these studies.
Although the Mullins et al. paper® included several individuals at el-
evated risk of arterial or venous thrombosis, no cases of thrombosis

were reported.

4 | DISCUSSION

We performed an extensive literature search to examine psy-
chosocial and cognitive outcomes as well as metabolic and bone
health in children with gender dysphoria taking hormone therapy.

age) of CSHT, which had been preceded by

puberty-blocking hormonal treatment in
relation to reference data in the literature

No randomised controlled trials were found, but we could identify

Abbreviations: CSHT, Cross-sex hormone treatment; DXA, Dual-Energy X-ray Absorptiometry.

aStarting at 4 for optimal studies in each study type.
bAnalysis not based on stage in puberty development.

24 relevant observational studies. However, these were limited by
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TABLE 4 Summary of findings of puberty-blocking (GnRHa) hormone treatment on anthropometric measures, body composition, and

metabolism in children with gender dysphoria.zg’33
Outcome measures

n on hormones=192
n evaluated=192

Anthropometric
measures

One retrospective observational cohort study®*

n on hormones=325
n evaluated=286

Body composition

Two prospective observational cohort studies and one

controlled cross-sectional study?®°%:%1

n on hormones=209
n evaluated=209

Metabolic
measures

One retrospective observational cohort study and one

controlled cross-sectional study®%%2

non hormones=15
n evaluated =15

Blood pressure

One retrospective observational cohort study®®

non hormones=55
n evaluated=55

Growth (cm/year)

One prospective multicentre observational GnRHa

treatment cohort study?’

3Starting at 4 for optimal studies in each study type.

Number of study participants, description of studies

“Certainty

Main result of Evidence” Deduction in GRADE?®

Increased weight Cannot be -2 risk for overall bias®
and body mass assessed -1 precision®
index -1 indirectness®
Decreased lean Cannot be -2 risk for overall bias®
body mass assessed -1 precision®
-1 indirectness®
No change in serum Cannot be -2 risk for overall bias®
lipids or blood assessed -1 precision®
pressure -1 indirectness
Increased insulin
level in MtF
Decreased insulin
sensitivity
Change in blood Cannot be -2 risk for overall bias®
pressure assessed -1 precision®
-1 indirectness®
Reduced growth Cannot be -2 risk for overall bias”
velocity assessed -1 precision®

-1 indirectness

bSelection of study participants is difficult to assess. Analysis not based on stage in puberty development.

‘Few study subjects in each study, hence there is heterogeneity in outcome and analyses.

dSingle study. In this context, ‘indirectness’ is similar to ‘external validity’.

methodological weaknesses, for instance lack of or inappropriate
control group, lack of intra-individual analyses, high attrition rates
that precluded conclusion to be drawn. The exception being that
children with gender dysphoria often had lower group mean values
for BMD already prior to GnRHa treatment, and that GnRHa treat-
ment delays the physiologically occurring BMD gain during pubertal
sex hormone stimulation. However, this GnRHa-induced delay in
BMD gain is almost fully compensated for by later ensuing CSHT.
Although study participants were followed up to 22 years of age, the
observed remaining deficit may depend on the limited study group
size or on too short observation time.?*

Our review highlights several specific knowledge gaps in gender
dysphoria that are important to bridge not least given the recent in-
creased incidence in many countries.®” First, randomised controlled
trials are lacking in gender dysphoria research. We call for such stud-
ies, which may be the only way to address biases that we have noted
in the field. Given the current lack of evidence for hormonal ther-
apy improving gender dysphoria, another ethically feasible option
would be to randomise individuals to hormone therapy with all study
participants, independent of intervention status, receiving psycho-
logical and psychosocial support. However, controlled trials do not
necessarily require placebo treatment, but could for example build
on the date or time of starting hormonal therapy to generate com-
parison groups. However, it should also be noted that this is a highly
vulnerable population.

A second limitation concerns the statistical management of
data. In the reviewed studies, observational data have frequently
been analysed at a group level where intra-individual changes
would have been more appropriate. Intra-individual analyses
would allow for a better understanding of how subgroups of in-
dividuals respond (both positively and negatively) to hormone
therapy. Group-level analyses are sensitive to selection bias be-
cause of high drop-out rates: The group studied at the end of
the study is a selection of the group studied at baseline, which
increases indirectness (reduces external validity). Moreover, it is
important to analyse the distribution of individual data to be able
to identify outliers who may be at risk for severe consequences
of treatment.

Third, many studies only present data on chronological age but
fail to account for puberty stage and biological age. This is a concern
because the main purpose of GnRHa treatment is to suppress pu-
berty and, with that, biological ageing.

Fourth, long-term studies are lacking. The duration of GnRHa
treatment and CSHT was rarely >4 years. The absence of long-term
studies is worrying because many individuals start treatment as mi-
nors (<18years) and CSHT is lifelong. Fifth, individuals who stop
GnRHa treatment before the start of CSHT need to be described
and followed up. Sixth, some of the findings underlying this review
are old, and studies reflecting the changing demographics of individ-
uals seeking care for gender dysphoria are warranted.
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TABLE 5 The GEnder Dysphoria HORmone treatment (GENDHOR) checklist.

Aim
Study participants:
Cases/exposed

Comparators/
unexposed

Study design

Setting

Intervention

Variables

Data measurement

Blinding

Loss to follow-up

Statistical methods

Descriptive data

Outcome data

Adverse events/
complications

Main results

Limitations

Generalisability/

external validity
Conflict of interest

Recommendations

Describe the aim of the study

Define gender dysphoria in your study, including the assessment tools used.

Define eligibility criteria for your study (including chronological age, bone age or puberty stage, according to Tanner
or Prader (when study concerns adolescents), biological sex, perceived gender identity, psychiatric and somatic
comorbidities, medications at baseline).

List exclusion criteria (diagnoses).

List ages of participants at the start of each treatment (including absolute age ranges).

Clarify how controls were selected (were controls recruited from the general population?) or whether national/
regional reference data (for instance, Z-scores) were used instead of individual controls.

Describe the study design: Cross-sectional, retrospective, prospective; case-control (and if nested), cohort study,
randomised clinical trial.

Describe the setting of the study. Were study participants included at a tertiary centre or from the general
population? Describe the catchment area/population of participating centres.

Hormone treatment

Describe whether GnRHa, anti-androgens, CSHT, or a combination was used.

List generic names, mode of administration, and dosages of all treatments. Specify the treatment duration of each
treatment. If hormone serum concentrations are studied, include the standard procedure for the timing of blood
samples to hormone intake.

If patients undergo surgery, clarify the type of surgery and number of participants undergoing each surgical procedure
(gonadectomy, mastectomy, laryngeal surgery, vaginoplasty/phalloplasty, etc.).

Clarify if any participant received psychiatric counselling before, or during the study, including total duration and
frequency of counselling.

Define each variable (including co-variates) and its source.

If possible, mention any effort to validate the variables.

Clarify who collected the data on study participants. Present time between first and second measurements if your
study is longitudinal and includes “before-after” measurements in relation to the intervention.

Mention if study participants had previously been included in other studies with a different aim or examining other
outcomes.

Describe if the data collectors were blinded to participant status/treatment or not.

Indicate the number of participants discontinuing GnRHa/ CSHT and the reason(s) for discontinuation, including no
longer wish to pursue gender reassignment treatment.

Describe loss to follow-up/missing data

Describe statistics according to a relevant checklist.

Consider when applicable: Intra-individual changes (mean, SD, median, range) vs. between-group differences.

In addition to usual demographic, clinical, social/socioeconomic information, report body mass index (BMI), smoking,
use of oral contraceptives (type) or other hormonal treatment, puberty stage.

Report any psychiatric iliness at baseline, as well as the use of psychotropic medication.

Describe other comorbidities, including disorders that could be considered contraindications for either hormone
treatment or surgery.

Specify follow-up time (median, mean) since the start of the intervention and since start of hormone treatment (define
intervention start).

Specify main outcome of the study.

Indicate all secondary outcomes, including adverse events.

Describe all adverse events.

Present absolute numbers.
Calculate absolute and relative risks/Intraindividual effects/change and group mean/ median. Present incidence data.
Describe any adjustment for potential confounders.

Discuss limitations of your study, including limitations of the measurements used (e.g., DXA) and sources of potential
bias or imprecision.

Can data be generalised to individuals with gender dysphoria outside your study centre and the study country?

Report any conflict of interest.

Note: Based on our literature review, we created a GEnder Dysphoria HORmone treatment checklist (GENDHOR).

This list consists of recommendations that researchers may consider when planning a study of gender dysphoria, whether observational or

interventional.

Abbreviations: CSHT, Cross-sex hormone treatment; DXA, Dual-Energy X-ray Absorptiometry; GnRHa, Gonadotropin-releasing hormone agonist

(analogues).
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Finally, we could not evaluate the frequency of individuals who
drop out from GnRHa treatment and no longer wish to continue with
gender transition. However, a follow up study was published after
our literature search.3® Of 720 children (31% born male and 9%
born female) who started GnRHa treatment in adolescence, 98%
continued to use hormone treatment into adulthood, which sug-
gests that children generally continue with gender transition once
they have started GnRHa treatment. We know from internet-based
surveys that detransitioning exists,®” but such studies cannot pro-
vide reliable estimates of detransitioning frequency because of se-
lection bias. Studies that closely follow individuals who start GnRHa
therapy and/or CSHT until at least age 30 are urgently needed. We
also acknowledge there are other potential side effects from GnRHa
therapy or CSHT that were not included in our review such as alope-
cia and abscesses from injections.38

Due to limitations in reporting of data, previous published
studies in this field repeatedly contain insufficient details on drug
administration and dosages, treatment duration, and the type of
surgery performed. Some of these limitations will be partly reme-
died by the introduction of the new ICD version 11, and the Utrecht
criteria,®? but the field also urgently needs high quality longitudinal
studies that not only assess medical outcomes but also those out-
comes that matter most for affected individuals. Building on the
identified limitations in previous research, we compiled a checklist
to improve gender dysphoria research (“GENDHOR?”, Table 5). The
aim of this checklist is not to replace existing research guidelines,
but using it together with existing guidelines might support re-
searchers and peer reviewers, and ultimately benefit patients and
their families.

Last, there have been studies in this field published after the date
of our literature search (9 November 2021). These have not been
added to this study in order to not depart from the systematic ap-
proach. We nevertheless wish to comment on some of the publica-
tions. First, the National Institute for Health and Care Excellence
in England (NICE) conducted evidence reviews of GnRHa*° as well
as CSHT* for children with gender dysphoria, which were indepen-
dent from our work. The conclusions generally align with our find-
ings. Second, Chien et al.*? recently published a prospective study
of psychosocial functioning during 2years after initiation of CSHT
in youths (12-20vyears of age) with gender dysphoria. Of 315 par-
ticipants, 162 completed that study. Life satisfaction increased, and
depression and anxiety scores decreased, among biological females
but not biological males. The strongest finding was a moderately
improved appearance congruence. No information on concomitant
psychological or psychopharmacological therapy was provided.

5 | CONCLUSION

This systematic review of almost 10000 screened abstracts sug-
gests that long-term effects of hormone therapy on psychosocial
and somatic health are unknown, except that GnRHa treatment

seems to delay bone maturation and gain in bone mineral density.
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Gender dysphoria in young people is rising—and so is professional

disagreement

More children and adolescents are identifying as transgender and are being offered medical treatment,
especially in the US—but some providers and European authorities are urging caution because of a

lack of strong evidence. Jennifer Block reports
Jennifer Block investigations reporter

Last October the American Academy of Pediatrics
(AAP) gathered inside the Anaheim Convention
Center in California for its annual conference.
Outside, several dozen people rallied to hear speakers
including Abigail Martinez, a mother whose child
began hormone treatment at age 16 and died by
suicide at age 19. Supporters chanted the teen’s given
name, Yaeli; counter protesters chanted, “Protect
trans youth!” For viewers on a livestream, the feed
was interrupted as the two groups fought for the
camera.

The AAP conference is one of many flashpoints in the
contentious debate in the United States over if, when,
and how children and adolescents with gender
dysphoria should be medically or surgically treated.
US medical professional groups are aligned in support
of “gender affirming care” for gender dysphoria,
which may include gonadotrophin releasing hormone
analogues (GnRHa) to suppress puberty; oestrogen
or testosterone to promote secondary sex
characteristics; and surgical removal or augmentation
of breasts, genitals, or other physical features. At the
same time, however, several European countries have
issued guidance to limit medical intervention in
minors, prioritising psychological care.

The discourse is polarised in the US. Conservative
politicians, pundits, and social media influencers
accuse providers of pushing “gender ideology” and
even “child abuse,” lobbying for laws banning
medical transition for minors. Progressives argue that
denying access to care is a transphobic violation of
human rights. There’s little dispute within the
medical community that children in distress need
care, but concerns about the rapid widespread
adoption of interventions and calls for rigorous
scientific review are coming from across the
ideological spectrum.’

The surge in treatment of minors

More adolescents with no history of gender
dysphoria—predominantly birth registered
females®—are presenting at gender clinics. A recent
analysis of insurance claims by Komodo Health found
that nearly 18 ooo US minors began taking puberty
blockers or hormones from 2017 to 2021, the number
rising each year.3 % Surveys aiming to measure
prevalence have found that about 2% of high school
aged teens identify as “transgender.”> These young
people are also more likely than their cisgender peers

the bomj | BMJ 2023;380:p382 | doi: 10.1136/bm;j.p382

to have concurrent mental health and neurodiverse
conditions including depression, anxiety, attention
deficit disorders, and autism.® In the US, although
Medicaid coverage varies by state and by treatment,
the Biden administration has warned states that not
covering care is in violation of federal law prohibiting
discrimination.” Meanwhile, the number of private
clinics that focus on providing hormones and
surgeries has grown from just a few a decade ago to
more than 100 today.*

As the number of young people receiving medical
transition treatments rises, so have the voices of those
who call themselves “detransitioners” or
“retransitioners,” some of whom claim that early
treatment caused preventable harm.® Large scale,
long term research is lacking,® and researchers
disagree about how to measure the phenomenon, but
two recent studies suggest that as many as 20-30%
of patients may discontinue hormone treatment
within a few years.’® ' The World Professional
Association for Transgender Health (WPATH) asserts
that detransition is “rare.”*?

Chloe Cole, now aged 18, had a double mastectomy
at age 15 and spoke at the AAP rally. “Many of us were
young teenagers when we decided, on the direction
of medical experts, to pursue irreversible hormone
treatments and surgeries,” she read from her tablet
at the rally, which had by this time moved indoors to
avoid confrontation. “This is not informed consent
but a decision forced under extreme duress.”

Scott Hadland, chief of adolescent medicine at
Massachusetts General Hospital and Harvard Medical
School, dismissed the “handful of cruel protesters”
outside the AAP meeting in a tweet that morning. He
wrote, “Inside 10 0oo pediatricians stand in solidarity
for trans & gender diverse kids & their families to
receive evidence-based, lifesaving, individualized
care.”’3

Same evidence, divergent recommendations

Three organisations have had a major role in shaping
the US’s approach to gender dysphoria care: WPATH,
the AAP, and the Endocrine Society (see box). On 15
September 2022 WPATH published the eighth edition
of its Standards of Care for the Health of Transgender
and Gender Diverse People, with new chapters on
children and adolescents and no minimum age
requirements for hormonal and surgical
treatments.? > GnRHa treatment, says WPATH, can
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be initiated to arrest puberty at its earliest stage, known as Tanner
stage 2.

The Endocrine Society also supports hormonal and surgical
intervention in adolescents who meet criteria in clinical practice
guidelines published in 2009 and updated in 2017.'4 And the AAP’s
2018 policy statement, Ensuring Comprehensive Care and Support
for Transgender and Gender-Diverse Children and Adolescents, says
that “various interventions may be considered to better align” a
young person’s “gender expression with their underlying identity.”*>
Among the components of “gender affirmation” the AAP names
social transition, puberty blockers, sex hormones, and surgeries.
Other prominent professional organisations, such as the American
Medical Association, have issued policy statements in opposition
to legislation that would curtail access to medical treatment for
minors.'© 19

These documents are often cited to suggest that medical treatment
is both uncontroversial and backed by rigorous science. “All of
those medical societies find such care to be evidence-based and
medically necessary,” stated a recent article on transgender
healthcare for children published in Scientific American.*°
“Transition related healthcare is not controversial in the medical
field,” wrote Gillian Branstetter, a frequent spokesperson on
transgender issues currently with the American Civil Liberties Union,
in a 2019 guide for reporters.?” Two physicians and an attorney from
Yale recently opined in the Los Angeles Times that “gender-affirming
care is standard medical care, supported by major medical
organizations . . . Years of study and scientific scrutiny have
established safe, evidence-based guidelines for delivery of
lifesaving, gender-affirming care.”?*> Rachel Levine, the US assistant
secretary for health, told National Public Radio last year regarding
such treatment, “There is no argument among medical
professionals.”?3

Internationally, however, governing bodies have come to different
conclusions regarding the safety and efficacy of medically treating
gender dysphoria. Sweden’s National Board of Health and Welfare,
which sets guidelines for care, determined last year that the risks
of puberty blockers and treatment with hormones “currently
outweigh the possible benefits” for minors.?# Finland’s Council for
Choices in Health Care, a monitoring agency for the country’s public
health services, issued similar guidelines, calling for psychosocial
support as the first line treatment.> (Both countries restrict surgery
to adults.)

Medical societies in France, Australia, and New Zealand have also
leant away from early medicalisation.?°2” And NHS England, which
isin the midst of an independent review of gender identity services,
recently said that there was “scarce and inconclusive evidence to
support clinical decision making”?® for minors with gender
dysphoria®® and that for most who present before puberty it will be
a “transient phase,” requiring clinicians to focus on psychological
support and to be “mindful” even of the risks of social transition.3°

Box: The origins of paediatric gender medicine in the United States

The World Professional Association for Transgender Health (WPATH)
began as a US based advocacy group and issued the first edition of the
Standards of Care in 1979, when it was serving a small population of
mostly adult male-to-female transsexuals. “WPATH became the standard
because there was nobody else doing it,” says Erica Anderson, a California
based clinical psychologist and former WPATH board member. The
professional US organisations that lined up in support “looked heavily
to WPATH and the Endocrine Society for their guidance,” she told The
BM).

The Endocrine Society’s guidance for adolescents grew out of clinicians’
research in the Netherlands in the late 1990s and early 2000s. Peggy
Cohen-Kettenis, a Utrecht gender clinic psychologist, collaborated with
endocrinologists in Amsterdam, one of whom had experience of
prescribing gonadotrophin releasing hormone analogues, relatively new
at the time. Back then, gender dysphoric teens had to wait until the age
of majority for sex hormones, but the team proposed that earlier
intervention could benefit carefully selected minors.4°

The clinic treated one natal female patient with triptorelin, published a
case study and feasibility proposal, and began treating a small number
of children at the turn of the millennium. The Dutch Protocol was
published in 2006, referring to 54 children whose puberty was being
suppressed and reporting preliminary results on the first 21.4* The
researchers received funding from Ferring Pharmaceuticals, the
manufacturer of triptorelin.

In 2007 the endocrinologist Norman Spack began using the protocol at
Boston Children’s Hospital and joined Cohen-Kettenis and her Dutch
colleagues in writing the Endocrine Society’s first clinical practice
guideline.4? When that was published in 2009, puberty had been
suppressed in just over 100 gender dysphoric young people.4°
American Academy of Pediatrics (AAP) committee members began
discussing the need fora statement in 2014, four years before publication,
says Jason Rafferty, assistant professor of paediatrics and psychiatry at
Brown University, Rhode Island, and the statement’s lead author. “The
AAP recognised that it had a responsibility to provide some clinical
guidance, but more importantly to come out with a statement that said
we need research, we need to integrate the principles of gender
affirmative care into medical education and into child health,” he says.
“What our policy statement is not meant to be is a protocol or guidelines
in and of themselves.”

“Don’t call them evidence based”

“The brief history of guidelines is that, going back more than 30
years ago, experts would write articles and so on about what people
should do. But formal guidelines as we think of them now were
seldom or non-existent,” says Gordon Guyatt, distinguished
professor in the Department of Health Research Methods, Evidence,
and Impact at McMaster University, Ontario.

That led to the movement towards developing criteria for what
makes a “trustworthy guideline,” of which Guyatt was a part.> One
pillar of this, he told The BM]J, is that they “are based on systematic
review of the relevant evidence,” for which there are also now
standards, as opposed to a traditional narrative literature review
in which “a bunch of experts write whatever they felt like using no
particular standards and no particular structure.”

Mark Helfand, professor of medical informatics and clinical
epidemiology at Oregon Health and Science University, says, “An
evidence based recommendation requires two steps.” First, “an
unbiased, thorough, critical systematic review of all the relevant
evidence.” Second, “some commitment to link the strength of the
recommendations to the quality of the evidence.”

The Endocrine Society commissioned two systematic reviews for
its clinical practice guideline, Endocrine Treatment of
Gender-Dysphoric/Gender-Incongruent Persons: one on the effects
of sex steroids on lipids and cardiovascular outcomes, the other on
their effects on bone health.3?33 To indicate the quality of evidence
underpinning its various guidelines, the Endocrine Society employed
the GRADE system (grading of recommendations assessment,
development, and evaluation) and judged the quality of evidence
for all recommendations on adolescents as “low” or “very low.”

Guyatt, who co-developed GRADE, found “serious problems” with
the Endocrine Society guidelines, noting that the systematic reviews
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didn’t look at the effect of the interventions on gender dysphoria
itself, arguably “the most important outcome.” He also noted that
the Endocrine Society had at times paired strong
recommendations—phrased as “we recommend”—with weak
evidence. In the adolescent section, the weaker phrasing “we
suggest” is used for pubertal hormone suppression when children
“first exhibit physical changes of puberty”; however, the stronger
phrasing is used to “recommend” GnRHa treatment.

“GRADE discourages strong recommendations with low or very low
quality evidence except under very specific circumstances,” Guyatt
told The BMJ. Those exceptions are “very few and far between,” and
when used in guidance, their rationale should be made explicit,
Guyatt said. In an emailed response, the Endocrine Society
referenced the GRADE system’s five exceptions, but did not specify
which it was applying.

Helfand examined the recently updated WPATH Standards of Care
and noted that it “incorporated elements of an evidence based
guideline.” For one, WPATH commissioned a team at Johns Hopkins
University in Maryland to conduct systematic reviews.3%3> However,
WPATH’s recommendations lack a grading system to indicate the
quality of the evidence—one of several deficiencies. Both Guyatt
and Helfand noted that a trustworthy guideline would be
transparent about all commissioned systematic reviews: how many
were done and what the results were. But Helfand remarked that
neither was made clear in the WPATH guidelines and also noted
several instances in which the strength of evidence presented to
justify a recommendation was “at odds with what their own
systematic reviewers found.”

For example, one of the commissioned systematic reviews found
that the strength of evidence for the conclusions that hormonal
treatment “may improve” quality of life, depression, and anxiety
among transgender people was “low,” and it emphasised the need
for more research, “especially among adolescents.”>® The reviewers
also concluded that “it was impossible to draw conclusions about
the effects of hormone therapy” on death by suicide.

Despite this, WPATH recommends that young people have access
to treatments after comprehensive assessment, stating that the
“emerging evidence base indicates a general improvement in the
lives of transgender adolescents.”’? And more globally, WPATH
asserts, “There is strong evidence demonstrating the benefits in
quality of life and well-being of gender-affirming treatments,
including endocrine and surgical procedures,” procedures that “are
based on decades of clinical experience and research; therefore,
they are not considered experimental, cosmetic, or for the mere
convenience of a patient. They are safe and effective at reducing
gender incongruence and gender dysphoria.”*?

Those two statements are each followed by more than 20 references,
among them the commissioned systematic review. This stood out
to Helfand as obscuring which conclusions were based on evidence
versus opinion. He says, “It’s a very strange thing to feel that they
had to cite some of the studies that would have been in the
systematic review or purposefully weren’t included in the review,
because that’s what the review is for.”

For minors, WPATH contends that the evidence is so limited that
“a systematic review regarding outcomes of treatment in adolescents
is not possible.” But Guyatt counters that “systematic reviews are
always possible,” even if few or no studies meet the eligibility
criteria. If an entity has made a recommendation without one, he
says, “they’d be violating standards of trustworthy guidelines.”
Jason Rafferty, assistant professor of paediatrics and psychiatry at
Brown University, Rhode Island, and lead author of the AAP
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statement, remarks that the AAP’s process “doesn’t quite fit the
definition of systematic review, but it is very comprehensive.”

Sweden conducted systematic reviews in 2015 and 2022 and found
the evidence on hormonal treatment in adolescents “insufficient
and inconclusive.”?4 Its new guidelines note the importance of
factoring the possibility that young people will detransition, in
which case “gender confirming treatment thus may lead to a
deteriorating of health and quality of life (i.e., harm).”

Cochrane, an international organisation that has built its reputation
on delivering independent evidence reviews, has yet to publish a
systematic review of gender treatments in minors. But The BMJ has
learnt that in 2020 Cochrane accepted a proposal to review puberty
blockers and that it worked with a team of researchers through 2021
in developing a protocol, but it ultimately rejected it after peer
review. A spokesperson for Cochrane told The BM]J that its editors
have to consider whether a review “would add value to the existing
evidence base,” highlighting the work of the UK’s National Institute
for Health and Care Excellence, which looked at puberty blockers
and hormones for adolescents in 2021. “That review found the
evidence to be inconclusive, and there have been no significant
primary studies published since.”

In 2022 the state of Florida’s Agency for Health Care Administration
commissioned an overview of systematic reviews looking at
outcomes “important to patients” with gender dysphoria, including
mental health, quality of life, and complications. Two health
research methodologists at McMaster University carried out the
work, analysing 61 systematic reviews and concluding that “there
is great uncertainty about the effects of puberty blockers, cross-sex
hormones, and surgeries in young people.” The body of evidence,
they said, was “not sufficient” to support treatment decisions.

Calling a treatment recommendation “evidence based” should mean
that a treatment has not just been systematically studied, says
Helfand, but that there was also a finding of high quality evidence
supporting its use. Weak evidence “doesn’t just mean something
esoteric about study design, it means there’s uncertainty about
whether the long term benefits outweigh the harms,” Helfand adds.

“Evidence itself never tells you what to do,” says Guyatt. That’s why
guidelines must make explicit the values and preferences that
underlie the recommendation.

The Endocrine Society acknowledges in its recommendations on
early puberty suppression that it is placing “a high value on avoiding
an unsatisfactory physical outcome when secondary sex
characteristics have become manifest and irreversible, a higher
value on psychological well-being, and a lower value on avoiding
potential harm.”*4

WPATH acknowledges that while its latest guidelines are “based
upon a more rigorous and methodological evidence-based approach
than previous versions,” the evidence “is not only based on the
published literature (direct as well as background evidence) but
also on consensus-based expert opinion.” In the absence of high
quality evidence and the presence of a patient population in
need—who are willing to take on more personal risk—consensus
based guidelines are not unwarranted, says Helfand. “But don’t
call them evidence based.”

An evidence base under construction

In 2015 the US National Institutes of Health awarded a $5.7m (£4.7m;
€5.3m) grant to study “the impact of early medical treatment in
transgender youth.”3° The abstract submitted by applicants said
that the study was “the first in the US to evaluate longitudinal
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outcomes of medical treatment for transgender youth and will
provide essential evidence-based data on the physiological and
psychosocial effects and safety” of current treatments. Researchers
are following two groups, one of participants who began receiving
GnRHa in early puberty and another group who began cross sex
hormone treatment in adolescence. The study doesn’t include a
concurrent no-treatment control group.

Robert Garofalo, chief of adolescent medicine at the Lurie Children’s
Hospital in Chicago and one of four principal investigators, told a
podcast interviewer in May 2022 that the evidence base remained
“a challenge. .. it is a discipline where the evidence base is now
being assembled” and that “it’s truly lagging behind [clinical
practice], I think, in some ways.” That care, he explained, was
“being done safely. But only now, I think, are we really beginning
to do the type of research where we’re looking at short, medium,
and long term outcomes of the care that we are providing in a way
that I think hopefully will be either reassuring to institutions and
families and patients or also will shed a light on things that we can
be doing better.”37

While Garofalo was doing the research he served as “contributor”
on the AAP’s widely cited 2018 policy statement, which recommends
that children and adolescents “have access to comprehensive,
gender-affirming, and developmentally appropriate health care,”
including puberty blockers, sex hormones, and, on a case-by-case
basis, surgeries.’>

Garofalo said in the May interview, “There is universal support for
gender affirming care from every mainstream US based medical

society that I can think of: the AMA, the APA, the AAP. I mean, these
organisations never agree with one another.” Garofalo declined an
interview and did not respond to The BMJ’s requests for comment.

The rush to affirm

Sarah Palmer, a paediatrician in private practice in Indiana, is one
of five coauthors of a 2022 resolution submitted to the AAP’s
leadership conference asking that it revisit the policy after “a
rigorous systematic review of available evidence regarding the
safety, efficacy, and risks of childhood social transition, puberty
blockers, cross sex hormones and surgery.” In practice, Palmer told
The BMJ, clinicians define “gender affirming” care so broadly that
“it’s been taken by many people to mean go ahead and do anything
that affirms. One of the main things I’ve seen it used for is
masculinising chest surgery, also known as mastectomy in teenage
patients.” The AAP has told The BM] that all policy statements are
reviewed after five years and so a “revision is under way,” based
on its experts’ own “robust evidence review.”

Palmer says, “I’ve seen a quick evolution, from kids with a very rare
case of gender dysphoria who were treated with a long course of
counselling and exploration before hormones were started,” to
treatment progressing “very quickly—even at the first visit to gender
clinic—and there’s no psychologist involved anymore.”

Laura Edwards-Leeper, a clinical psychologist who worked with
the endocrinologist Norman Spack in Boston and coauthored the
WPATH guidelines for adolescents, has observed a similar trend.
“More providers do not value the mental health component,” she
says, so in some clinics families come in and their child is “pretty
much fast tracked to medical intervention.” In a study of teens at
Seattle Children’s Hospital’s gender clinic, two thirds were taking
hormones within 12 months of the initial visit.3®

The British paediatrician Hilary Cass, in her interim report of a UK
review into services for young people with gender identity issues,
noted that some NHS staff reported feeling “under pressure to adopt

an unquestioning affirmative approach and that this is at odds with
the standard process of clinical assessment and diagnosis that they
have been trained to undertake in all other clinical encounters.”

Eli Coleman, lead author of WPATH’s Standards of Care and former
director of the Institute for Sexual and Gender Health at the
University of Minnesota, told The BMJ that the new guidelines
emphasised “careful assessment prior to any of these interventions”
by clinicians who have appropriate training and competence to
assure that minors have “the emotional and cognitive maturity to
understand the risks and benefits.” He adds, “What we know and
what we don’t know has to be explained to youth and their parents
or caregivers in a balanced way which really details that this is the
evidence that we have, that we obviously would like to have more
evidence, and that this is a risk-benefit scenario that you have to
consider.”

Joshua Safer, director of the Center for Transgender Medicine and
Surgery at Mount Sinai Hospital in New York and coauthor of the
Endocrine Society guidelines, told The BMJ that assessment is
standard practice at the programme he leads. “We start with a
mental health evaluation for anybody under the age of 18,” he says.
“There’s a lot of talking going on—that’s a substantial element of
things.” Safer has heard stories of adolescents leaving a first or
second appointment with a prescription in hand but says that these
are overblown. “We really do screen these kids pretty well, and the
overwhelming majority of kids who get into these programmes do
go on to other interventions,” he says.

Without an objective diagnostic test, however, others remain
concerned. The demand for services has led to a “perfunctory
informed consent process,” wrote two clinicians and a researcher
in a recent issue of the Journal of Sex and Marital Therapy,>° in spite
of two key uncertainties: the long term impacts of treatment and
whether a young person will persist in their gender identity. And
the widespread impression of medical consensus doesn’t help.
“Unfortunately, gender specialists are frequently unfamiliar with,
or discount the significance of, the research in support of these two
concepts,” they wrote. “As a result, the informed consent process
rarely adequately discloses this information to patients and their
families.”

For Guyatt, claims of certainty represent both the success and failure
of the evidence based medicine movement. “Everybody now has to
claim to be evidence based” in order to be taken seriously, he
says—that’s the success. But people “don’t particularly adhere to
the standard of what is evidence based medicine—that’s the failure.”
When there’s been a rigorous systematic review of the evidence and
the bottom line is that “we don’t know,’” he says, then “anybody
who then claims they do know is not being evidence based.”
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Transgender Youth

Date: 1/8/2021
Nomination Number: 0928

Purpose: This document summarizes the information addressing a nomination submitted on
July 17, 2020 through the Effective Health Care Website. This information was used to inform
the Evidence-based Practice Center (EPC) Program decisions about whether to produce an
evidence report on the topic, and if so, what type of evidence report would be most suitable.

Issue: Youth who identify as transgender experience high rates of depression, anxiety, eating
disorders, substance use disorders, and suicide ideation or attempts. There is a lack of current
evidence-based guidance for the care of children and adolescents who identify as transgender,
particularly regarding the benefits and harms of pubertal suppression, medical affirmation with
hormone therapy, and surgical affirmation.

Program Decision:

The EPC Program will not develop a new systematic review because we found protocols for two
systematic reviews that addresses portions of the nomination, and an insufficient number of
primary studies exist to address the remainder of the nomination.

Key Findings
e We found a protocol for a systematic review that included key questions (KQs) that met
the nominator’s needs for KQ1 regarding pubertal suppression in transgender youth.
e For KQ 2 and 3, we found two protocols (one is the same as that for KQ1) for systematic
reviews that partially address each of the two KQs, respectively. We did not find any
studies addressing the parts of the KQs not addressed by these protocols.

Background

The term transgender refers to individuals whose gender identity persistently and consistently
does not match their assigned sex.! An estimated 0.6 percent of adults? and 0.7 percent of youth
ages 13 to 17 in the U.S. identify as transgender or “gender nonconforming.” > Many
transgender youth experience gender dysphoria, characterized as an impairment in peer and/or
family relationships, school performance, and other aspects of life as a consequence of the
discordance between their gender identity and assigned sex.! Transgender youth also experience
high rates of depression, anxiety, eating disorders, and suicide.*¢

Gender affirmation is a complex interpersonal process of reflection, acceptance, social and legal

recognition and medical interventions. Gender-affirming behavioral, social and medical

interventions may improve psychological functioning in children and adolescents.® Available

interventions include the following: 1) social affirmation (e.g., expressing one’s asserted gender
1



Case 3:23-cv-00230-DJH Document 47-4 Filed 06/09/23 Page 2 of 12 PagelD #: 545

through hairstyle, clothing, pronouns, name, etc.); 2) legal affirmation (e.g., name and gender
officially reflected on legal documents); 3) medical affirmation (e.g., using cross-sex hormones
in adolescents who have initiated puberty to facilitate the development of secondary sex
characteristics of the sex the individual identifies with); and/or 4) surgical affirmation (e.g.,
surgical interventions to masculinize or feminize features).!

Gender-affirming health care is part of comprehensive primary care for many gender-diverse
patients. There is a lack of current evidence-based guidance for the care of children and
adolescents who identify as transgender, particularly regarding the benefits and harms of
pubertal suppression, medical affirmation with hormone therapy, and surgical affirmation. While
there are some existing guidelines and standards of care,! "> ® most are derived from expert
opinion or have not been updated recently. A comprehensive evidence review is currently not
available.

Scope

1. For children and adolescents who identify as transgender and have not initiated puberty,
what are the benefits and harms of pubertal suppression?

2. For adolescents who identify as transgender and have initiated puberty, what are the
benefits and harms of medical affirmation with hormone therapy?

3. For adolescents who identify as transgender and have initiated puberty, what are the
benefits and harms of surgical affirmation?

Table 1. Questions and PICOs

Questions 1. Pubertal suppression 2. Hormone therapy 3. Surgical affirmation
Population Children and adolescents Adolescents who identify as | Adolescents who identify as
who identify as transgender | transgender and have transgender and have
and have not initiated initiated puberty initiated puberty
puberty
Interventions | Pubertal suppression Medical affirmation with Surgical affirmation
hormone therapy
Comparators | No pubertal suppression No intervention; No intervention; social
Social affirmation only affirmation with other
medical affirmation (e.g.,
hormone therapy); social
affirmation without medical
affirmation
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Questions

1.

Pubertal suppression

2. Hormone therapy

3. Surgical affirmation

Outcomes

Depression/anxiety,
suicidality,
distress/dysphoria,
social interaction,
quality of life
Medication effects
(e.g., weight gain,
height, decreased
secondary sex
characteristics, hot
flashes, headache,
bone density,
fertility)

Depression/anxiety,
suicidality,
distress/dysphoria,
social interaction,
quality of life
Estrogen effects
(feminization,
weight gain, mood
swings, hot flashes,
VTE, migraine,
fertility, cancer
risks), antiandrogen
effects
(feminization,
hypotension,
electrolyte
abnormality, VTE),
androgen effects
(masculinization,
cancer risks,
hypertension,
hyperlipidemia,
vascular disease)

Depression/anxiety,
suicidality,
distress/dysphoria,
social interaction,
quality of life
Surgical risks (e.g.,
infection, bleeding,
poor healing of
incisions,
hematoma, seroma,
necrosis, nerve
injury, stenosis of
the vagina, injury of
the urinary tract,
painful intercourse)

Abbreviations: PICOS=population, intervention, comparator, outcome; VTE=venous thromboembolism.

Assessment Methods

See Appendix A.

Summary of Literature Findings
We identified a protocol for a systematic review that covered KQ1,” protocols that partially
covered KQ 1 and 2, and no primary literature to cover the portions of KQs 2-3 not covered by

the protocols.

For KQI, we identified a protocol for a systematic review’ that included the following key

questions that meet the nominator’s needs:

e “For transgender adolescents, what are the long term effect of GnRH agonists compared
to no treatment, in terms of surrogate outcomes, clinical outcomes, and harms?”’

e “For transgender people, what are the effect of progesterones (cyproterone) compared to
Medroxyprogesterone and other progesterones in terms of breast growth (adults), delay of
puberty (children), and side effects?”

e “For transgender adolescents, what are the effects of suppressing puberty with GnRH
agonists on quality of life?”

For KQ2, we found a protocol for a systematic review’ that partially covered KQ2:

e “For transgender people, what are the psychological effects (including quality of life)

associated with hormone therapy.”

e “For transgender people, what are the effects of hormone therapy on metabolic
syndrome?”
e “For transgender people, what are the effects of hormone therapy on fertility?”

We did not find any systematic reviews or protocols for systematic reviews for hormone effects
such as cancer risks, hot flashes, or migraine, nor did we find any primary studies addressing
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these remaining portions of KQ2. We did find 11 non-randomized controlled trial studies that

either did not include a comparator group'®!” or that included a comparator group that did not
match the PICOs.'®?! These studies were not included in our assessment of the feasibility of a
systematic review, but are mentioned here as they are related and may be of interest.

For KQ3, we found a protocol for a systematic review that partially covered KQ3.?? Specifically,
it covered top, but not bottom surgery:

e “How does age affect the benefits and risks of top surgery for transmasculine individuals
and gender nonconforming individuals assigned female at birth, particularly for those
under age 18?7

e “How does age affect the benefits and risks of top surgery, particularly for those under
age 18 for
transfeminine individuals and gender-nonconforming individuals assigned male at birth?”

We did not find any studies addressing the remainder of KQ3, namely, bottom, or genital,
surgery.

Table 2. Literature identified for each KQ

Question Systematic reviews (1/2018-1/2021) Primary studies (1/2016-1/2021)
Question 1: Total: 1 N/A

Pubertal e PROSPERO protocol: 1

suppression

Question 2: Total: 1 Total: 0

Hormone therapy o PROSPERO protocol: 1

Question 3: Total: 1 Total: 0

Surgical e PROSERO protocol: 1

affirmation

Abbreviations: KQ=key question; NA=not applicable; RCT=randomized controlled trial.

See Appendix B for detailed assessments of all EPC selection criteria.

Summary of Selection Criteria Assessment

There is a lack of current evidence-based guidance for care of children and adolescents who
identify as transgender regarding the benefits and harms of pubertal suppression, medical
affirmation with hormone therapy, and surgical affirmation. A systematic review is currently
underway that addresses KQ1, and parts of KQs 2 and 3. There is insufficient evidence at this
time to create a new systematic review that would inform the development of evidence-based
guidance for the remainder of the nomination.

Please see Appendix B for detailed assessments of individual EPC Program selection criteria.
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Appendix A: Methods

We assessed nomination for priority for a systematic review or other AHRQ Effective Health
Care report with a hierarchical process using established selection criteria. Assessment of each
criteria determined the need to evaluate the next one. See Appendix B for detailed description of
the criteria.

Appropriateness and Importance
We assessed the nomination for appropriateness and importance.

Desirability of New Review/Absence of Duplication
We searched for high-quality, completed or in-process evidence reviews published in the last
three years, January 7, 2018 - January 7, 2021, on the questions of the nomination from these
sources:
e AHRQ: Evidence reports and technology assessments
o AHRQ Evidence Reports_https://www.ahrq.gov/research/findings/evidence-
based-reports/index.html
o EHC Program https://effectivehealthcare.ahrq.gov/
o US Preventive Services Task Force
https://www.uspreventiveservicestaskforce.org/
o AHRQ Technology Assessment Program
https://www.ahrq.gov/research/findings/ta/index.html
e US Department of Veterans Affairs Products publications
o Evidence Synthesis Program https://www.hsrd.research.va.gov/publications/esp/
o VA/Department of Defense Evidence-Based Clinical Practice Guideline Program
https://www.healthquality.va.gov/
e Cochrane Systematic Reviews https://www.cochranelibrary.com/
e PROSPERO Database (international prospective register of systematic reviews and
protocols) http://www.crd.york.ac.uk/prospero/
e PubMed https://www.ncbi.nlm.nih.gov/pubmed/

Impact of a New Evidence Review

The impact of a new evidence review was qualitatively assessed by analyzing the current
standard of care, the existence of potential knowledge gaps, and practice variation. We
considered whether it was possible for this review to influence the current state of practice
through various dissemination pathways (practice recommendation, clinical guidelines, etc.).

Feasibility of New Evidence Review

We conducted a limited literature search in PubMed from the last five years 1/7/2016 - 1/7/2021.
We reviewed all identified titles and abstracts for inclusion and classified identified studies by
question and study design to estimate the size and scope of a potential evidence review.

Search strategy

Ovid MEDLINE ALL 1946 to January 07, 2021

Date searched: January 8, 2021

1 Gender Dysphoria/ or Transgender Persons/ or Transsexualism/ or (F2M or M2F or "assigned
female" or "assigned male" or "female-to-male" or (gender adj3 (dysphor* or minorit* or
nonbinary or non-binary or nonconforming or non-conforming)) or "male-to-female" or
transboy* or transfemale or trans-female or transfeminine or trans-feminine or transgender* or

A-1
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trans-gender* or transgirl* or transmale or trans-male or transmasculine or trans-masculine or
transsexual® or trans-sexual®).ti,kf. (20784)

2 Adolescent/ or Child/ or (adolescence or adolescent™ or boy or boys or child* or girl or girls or
juvenile* or paediatr® or pediatr® or prepubertal or pre-pubertal or prepubesc* or pre-pubesc* or
pubesc* or pubertal or puberty or school or teen* or tween* or youth*).ti,ab,kf. or (adolescen* or
child* or paediat* or pediat*).jw. (3984645)

3 Androgens/ or exp Estrogens/ or exp Gonadal Steroid Hormones/ or Hormone Replacement
Therapy/ or Testosterone/ or ((gender adj3 (affirm* or confirm* or reassign*)) or androgen* or
antiandrogen* or anti-androgen™® or estradiol or oestradiol or estrogen™® or oestrogen* or
feminising or feminizing or "gonadotropin-releasing hormone" or GnRH or GnRHa or inhibit*
or HRT or (hormon* adj3 (replac* or suppress® or therap* or treat*)) or progestin* or suppress™*
or testosteron®).ti,ab,kf. (3230286)

4 Sex Reassignment Procedures/ or Sex Reassignment Surgery/ or (((bottom or gender or
genital) adj3 surger*) or clitoroplast* or genitoplast™® or hysterectom* or labiaplast* or
metoidioplast® or oophorectom™* or orchiectom® or phalloplast® or (sex* adj3 reassign*) or
vaginectom™® or vaginoplast*).ti,ab,kf. (54867)

5 or/3-4 (3275183)

6 and/1-2,5 (1189)

7 6 not ((exp animals/ not humans/) or (animal* or canine* or crustacean*® or dog or dogs or mice
or monkey* or mouse or murine or primate* or rat or rats or rattus).ti. or comment/ or editorial/
or exp review/ or meta analysis/ or consensus/ or exp guideline/) (847)

8 limit 7 to english language (791)

9 (systematic review or meta-analysis).pt. or (metaanal® or meta-anal*).ti,ab,kf. or ((systematic
or evidence or integrat® or "mixed methods") adj3 (review or synthesis)).ti,ab,kf. (361026)

10 and/8-9 (6)

11 limit 10 to yr="2018 -Current" (6) Systematic Review and Meta-analysis Results

12 randomized controlled trials as topic/ or Clinical Trials, Phase III as Topic/ or Clinical Trials,
Phase IV as Topic/ or Controlled Clinical Trials as Topic/ or ("randomized controlled trial" or
"controlled clinical trial").pt. or (blind* or placebo™ or random* or trial*).t1,ab,kf. (2138071)

13 and/8,12 (37)

14 limit 13 to yr=""2016 -Current" (23) Trial Results

15 exp cohort studies/ or exp epidemiologic studies/ or (clinical study or observational study).pt.
or (before-after or "case control" or "case series" or (control and (group* or study)) or cohort or
cohorts or ((comparative or evaluation) adj (study or studies)) or observational).ti,ab kf.
(4289515)

16 and/8,15 (286)

17 limit 16 to yr=""2016-Current' (181) Observational Studies Results

18 Focus Groups/ or Grounded Theory/ or "Interviews as Topic"/ or Qualitative Research/ or
"Surveys and Questionnaires"/ (585616)

19 (“critical interpretive" or "critical race" or "critical realism" or "critical realist" or ethnograph*
or "grounded theory" or phenomenolog*).ti,ab,kf,kw. (51085)

20 ("case study" or "content analysis" or descriptive or "focus group" or "focus groups" or
interview* or "mixed design" or "mixed methods" or qualitative or questionnaire* or
survey*).ti,ab,kf . kw. (1669770)

21 (attitudes or barriers or facilitators or experiences or perceptions or perspectives or
preferences or values or viewpoints or views).ti,ab,kf,kw. (1845932)

22 or/18-21 (3290543)

23 and/8,22 (335)

24 limit 23 to yr="2016-Current" (226) (Qualitative Studies Results)
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Ovid EBM Reviews - Cochrane Central Register of Controlled Trials November 2020

Date searched: January 8, 2021

1 Gender Dysphoria/ or Transgender Persons/ or Transsexualism/ or (F2M or M2F or "assigned
female" or "assigned male" or "female-to-male" or (gender adj3 (dysphor* or minorit* or
nonbinary or non-binary or nonconforming or non-conforming)) or "male-to-female" or
transboy* or transfemale or trans-female or transfeminine or trans-feminine or transgender* or
trans-gender* or transgirl* or transmale or trans-male or transmasculine or trans-masculine or
transsexual® or trans-sexual*).ti. (897)

2 Adolescent/ or Child/ or (adolescence or adolescent™ or boy or boys or child* or girl or girls or
juvenile* or paediatr® or pediatr® or prepubertal or pre-pubertal or prepubesc* or pre-pubesc* or
pubesc* or pubertal or puberty or school or teen* or tween* or youth*).ti,ab. or (adolescen* or
child* or paediat* or pediat*).jw. (271417)

3 Androgens/ or exp Estrogens/ or exp Gonadal Steroid Hormones/ or Hormone Replacement
Therapy/ or Testosterone/ or ((gender adj3 (affirm™* or confirm* or reassign*)) or androgen* or
antiandrogen* or anti-androgen™® or estradiol or oestradiol or estrogen*® or oestrogen* or
feminising or feminizing or "gonadotropin-releasing hormone" or GnRH or GnRHa or inhibit*
or HRT or (hormon* adj3 (replac* or suppress* or therap* or treat*)) or progestin* or suppress™*
or testosteron®).ti,ab. (164326)

4 Sex Reassignment Procedures/ or Sex Reassignment Surgery/ or (((bottom or gender or
genital) adj3 surger*) or clitoroplast* or genitoplast™® or hysterectom* or labiaplast* or
metoidioplast™® or oophorectom* or orchiectom™ or phalloplast* or (sex* adj3 reassign*) or
vaginectom™® or vaginoplast*).ti,ab. (8156)

5 or/3-4 (170755)

6 and/1-2,5 (16)

7 6 not ((exp animals/ not humans/) or (animal* or canine* or crustacean™® or dog or dogs or mice
or monkey* or mouse or murine or primate* or rat or rats or rattus).ti.) (16)

8 limit 7 to yr="2016 -Current" (6)

Ovid PsycInfo 1806 to January Week 1 2021

Date searched: January 8, 2021

1 Gender Dysphoria/ or Transgender/ or Transsexualism/ or (F2M or M2F or "assigned female"
or "assigned male" or "female-to-male" or (gender adj3 (dysphor* or minorit* or nonbinary or
non-binary or nonconforming or non-conforming)) or "male-to-female" or transboy* or
transfemale or trans-female or transfeminine or trans-feminine or transgender* or trans-gender*
or transgirl* or transmale or trans-male or transmasculine or trans-masculine or transsexual® or
trans-sexual*).ti. (15710)

2 (adolescence or adolescent® or boy or boys or child* or girl or girls or juvenile* or paediatr® or
pediatr® or prepubertal or pre-pubertal or prepubesc* or pre-pubesc* or pubesc* or pubertal or
puberty or school or teen* or tween* or youth*).ti,ab. or (adolescen* or child* or paediat* or
pediat* or youth*).jw. (1123314)

3 ((gender adj3 (affirm™* or confirm* or reassign*)) or androgen* or antiandrogen* or anti-
androgen* or estradiol or oestradiol or estrogen*® or oestrogen* or feminising or feminizing or
"gonadotropin-releasing hormone" or GnRH or GnRHa or inhibit* or HRT or (hormon* ad;j3
(replac* or suppress® or therap* or treat*)) or progestin*® or suppress* or testosteron*).ti,ab.
(213738)

4 (((bottom or gender or genital) adj3 surger*) or clitoroplast™ or genitoplast* or hysterectom™* or
labiaplast™ or metoidioplast® or oophorectom™® or orchiectom* or phalloplast® or (sex* adj3
reassign*) or vaginectom™* or vaginoplast®).ti,ab. (1929)

5 or/3-4 (215040)

6 and/1-2,5 (494)
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7 6 not (animal* or canine* or crustacean* or dog or dogs or mice or monkey* or mouse or
murine or primate*® or rat or rats or rattus).ti. (451)

8 limit 7 to english language (393)

9 limit 8 to ("0830systematic review" or 1200 meta analysis or 1300 metasynthesis) (3)

10 limit 9 to yr="2018 -Current" (3) Systematic Review and Meta-analysis Results

11 limit 8 to "0300 clinical trial" (0)

12 limit 11 to yr="2016 -Current" (0) Trial Results

13 limit 8 to ("0400 empirical study" or "0430 followup study" or "0450 longitudinal study" or
"0451 prospective study" or "0453 retrospective study" or 1800 quantitative study or 2100
treatment outcome) (201)

14 limit 13 to yr="2016 -Current" (109) Observational Study Results

15 limit 8 to 1600 qualitative study (39)

16 limit 15 to yr="2016 -Current" (32) Qualitative Study Results

ClinicalTrials.gov

Date searched: January 8, 2021

EXPERT SEARCH MODE: ( F2M OR M2F OR F-2-M OR M-2-F OR EXPAND|[Concept]
"assigned female" OR EXPAND[Concept] "assigned male" OR EXPAND][Concept] "female-to-
male" OR gender dysphoria OR gender minority OR nonbinary OR non-binary OR
nonconforming OR non-conforming OR EXPAND[Concept] "male-to-female" OR transboy OR
transfemale OR trans-female OR transfeminine OR trans-feminine OR transgender OR trans-
gender OR transgirl OR transmale OR trans-male OR transmasculine OR trans-masculine OR
transsexual OR trans-sexual ) AND ( adolescence OR adolescent OR boy OR boys OR child OR
girl OR girls OR juvenile OR paediatric OR pediatric OR prepubertal OR pre-pubertal OR
prepubescent OR pre-pubescent OR pubescent OR pubertal OR puberty OR school OR teen OR
tween OR youth ) AND ( gender affirming OR gender confirming OR gender reassignment OR
androgen OR antiandrogen* OR anti-androgen OR estradiol OR oestradiol OR estrogen OR
oestrogen OR feminising OR feminizing OR EXPAND[Concept] "gonadotropin-releasing
hormone" OR GnRH OR GnRHa OR inhibit OR HRT OR hormone replacement OR suppression
OR hormone therapy OR hormone treatment OR progestin OR testosterone OR bottom surgery
OR gender surgery OR genital surgery OR clitoroplasty or genitoplasty OR hysterectomy OR
labiaplast OR metoidioplasty OR oophorectomy OR orchiectomy OR phalloplast8 OR sex
reassignment OR vaginectomy OR vaginoplasty ) | Child | First posted from 01/01/2016 to
01/08/2020 (26)

clinicaltrials.gov link
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Appendix B. Selection Criteria Assessment

model or biologic plausibility? Is it consistent or
coherent with what is known about the topic?

Selection Criteria Assessment
1. Appropriateness

1a. Does the nomination represent a health care | Yes

drug, intervention, device, technology, or health

care system/setting available (or soon to be

available) in the United States?

1b. Is the nomination a request for an evidence Yes

report?

1c. Is the focus on effectiveness or comparative Yes

effectiveness?

1d. Is the nomination focus supported by a logic | Yes

2. Importance

2a. Represents a significant disease burden;
large proportion of the population

An estimated 0.6% of adults? and 0.7% of youth
ages 13 to 173 in the United States identify as
transgender or “gender nonconforming”. While this
may not be a large proportion of the population, it
affects a vulnerable population.

2b. Is of high public interest; affects health care
decision making, outcomes, or costs for a large
proportion of the US population or for a
vulnerable population

Yes, transgender individuals represent a
vulnerable population. Transgender youth
experience high rates of depression, anxiety,
eating disorders, and suicide.**

2c. Incorporates issues around both clinical
benefits and potential clinical harms

Yes

2d. Represents high costs due to common use,
high unit costs, or high associated costs to
consumers, to patients, to health care systems,
or to payers

Yes, the cost to transition genders costs about
$20,000 over two years.?*

3. Desirability of a New Evidence
Review/Absence of Duplication

3. A recent high-quality systematic review or
other evidence review is not available on this
topic

No. We found one protocol for a systematic review
that addresses KQ1. We found protocols that
partially cover KQ 2 and 3.

4. Impact of a New Evidence Review

4a. Is the standard of care unclear (guidelines
not available or guidelines inconsistent,
indicating an information gap that may be
addressed by a new evidence review)?

Yes. There is a lack of current evidence-based
guidance for care of children and adolescents who
identify as transgender, particularly

regarding the benefits and harms of pubertal
suppression, medical affirmation with hormone
therapy, and surgical affirmation. While there are
some existing guidelines and standards of

care, '7®most are derived from expert opinion or
have not been updated recently.

4b. Is there practice variation (guideline
inconsistent with current practice, indicating a
potential implementation gap and not best
addressed by a new evidence review)?

Yes. There is a lack of current evidence-based
guidance for care of children and adolescents who
identify as transgender, particularly

regarding the benefits and harms of pubertal
suppression, medical affirmation with hormone
therapy, and surgical affirmation. While there are
some existing guidelines and standards of

care, "*most are derived from expert opinion or
have not been updated recently.

B-1
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Selection Criteria Assessment
5. Primary Research
5. Effectively utilizes existing research and We did not find any studies addressing the
knowledge by considering: remaining portions of KQ2 and 3 that were not
- Adequacy (type and volume) of research for covered by existing protocols.
conducting a systematic review
- Newly available evidence (particularly for
updates or new technologies)

Abbreviations: AHRQ=Agency for Healthcare Research and Quality; KQ=key question.
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SUPERIOR COURT OF THE STATE OF CALIFORNIA

IN AND FOR THE COUNTY OF SAN JOAQUIN —~ STOCKTON BRANCH

CHLOE E. BROCKMAN a/k/a CHLOE
COLE, an individual

Plaintiff,
V.

KAISER FOUNDATION HOSPITALS,
INC., a California Corporation, THE
PERMANENTE MEDICAL GROUP, INC.,
a California Corporation, LISA KRISTINE
TAYLOR, M.D., an individual, HOP
NGUYEN LE, M.D., an individual,
SUSANNE E. WATSON, PHD., an
individual, and DOES 1 through 50,
inclusive,

Defendants.

Case No.:

COMPLAINT FOR:

1. MEDICAL NEGLIGENCE
2. MEDICAL NEGLIGENCE -
HOSPITAL/MEDICAL GROUP

JURY TRIAL DEMANDED
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Plaintiff CHLOE E. BROCKMAN aka CHLOE COLE, an individual (“Plaintiff” or “Chloe”),
brings this Complaint against Defendants LISA KRISTINE TAYLOR, M.D., an individual, HOP
NGUYEN LE, M.D., an individual, SUSANNE E. WATSON, PHD., an individual (“collectively,
the “Defendant Providers”), THE PERMANENTE MEDICAL GROUP, INC., a California
Corporation, KAISER FOUNDATION HOSPITALS, INC., a California Corporation (collectively,
the “Institutional Defendants”) (the Defendant Providers and the Institutional Defendants are
collectively referred to as the “Defendants”), and DOES 1 through 50, alleging as follows:

INTRODUCTION

1. This case is about a team of doctors (i.e., the Defendants) who decided to perform a
mutilating, mimicry sex change experiment on Chloe, then a thirteen-year-old vulnerable girl
struggling with complex mental health co-morbidities, who needed love, care, attention, and regular
weekly psychotherapy, not cross-sex hormones and mutilating surgery.

2. Chloe is a biological female who suffered from a complex, multi-faceted array of
mental health symptoms as a child and adolescent. Her presentation of symptoms and concerns
included, among other things, the following: social anxiety; general anxiety; speech difficulties;
depression; pubertal struggles associated with significantly increased negative emotions; body
dysmorphia and serious self-image concerns; disruptive behavior; learning disabilities; autism
spectrum symptoms; symptoms of an eating disorder; concerns about being sexually abused or raped,
that eventually materialized into a sexual assault; exposure to only negative aspects about being
female, without any discussion of the positive aspects of being female; and ongoing confusion
regarding her gender. She needed regular weekly psychotherapy for an extended period of time to
evaluate, assess, and treat her complex co-morbid mental health symptoms.

3. After being exposed for hours at a time to online transgender influencers, Chloe
developed the erroneous idea that she was a boy. When Chloe informed her parents that she thought
she was a boy, her parents didn’t know what to do and promptly sought guidance from the Defendants.
Defendants immediately affirmed Chloe in her self-diagnosed gender dysphoria. They did not
question, elicit, or attempt to understand the psychological events that led her to this belief, nor did

they seek to evaluate or appreciate her multi-faceted presentation of co-morbid symptoms.
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Defendants should have performed an extended period of assessment and treatment comprising at
least twelve weekly, one-hour sessions that should have included numerous informed consent
discussions about the potential harms and hoped-for benefits. Instead, Defendants assumed that
Chloe, a thirteen-year-old emotionally troubled girl, knew best what she needed to improve her
mental health and handed her the prescription pad. They quickly put her on the puberty blockers and
hormones “conveyer belt” of mimicry sex change. There is no other area of medicine where doctors
will surgically remove a perfectly healthy body part and intentionally induce a diseased state of
pituitary gland function based simply on the patient’s wishes. Thus, they abetted her erroneous notion
that she could change her sex.

4. Under Defendants’ “care,” between ages 13—17 years, Chloe underwent harmful
transgender transition, specifically, off-label puberty blockers and cross-sex hormone “treatment,”
and a radical double mastectomy of her healthy breasts. There is at least one high quality, large scale,
30-year, population-based study that demonstrated that transgender individuals who
chemically/surgically “transition” have poor mental health outcomes. This includes increased
psychological morbidity, increased suicidal ideation and attempt, and a /9-fold increased rate of
suicide as compared with the general population. The studies that purportedly support positive
outcomes for this “gender affirmation” treatment are “low to very low-quality studies”, meaning they
present a significant risk of containing erroneous conclusions and present a significant risk that
patients will not attain the purported desired outcomes of treatment. In contrast, multiple reliable
studies consistently indicate that between 80% and 90% of minors that present with gender dysphoria
accept their biological sex by late adolescence. These risks all materialized in Chloe’s case. She did
not experience any long-term relief from her gender dysphoria treatment. Rather, her mental health
condition declined as she proceeded through this treatment, and she eventually developed suicidal
ideation after her radical double mastectomy, which symptoms she never experienced prior to this
so-called “gender affirmation treatment.”

5. Defendants blindly ramrodded Chloe through this transition “treatment,” ignoring her
extensive co-morbidities, her declining mental health condition, and the failure of her social and

academic functionality to improve after each predetermined sequence of social, hormonal and
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surgical “gender affirmation treatment.” Put another way, Chloe was not responding to treatment and
Defendants ignored this fact.

6. Defendants also failed to provide Chloe and her parents with proper informed consent.
Informed consent is a process that takes time for this type of “treatment”. It requires regular therapy
sessions over an extended period of time and assessment of the complete mental health condition of
the patient. Defendants did provide regular in-depth therapy, which entirely prevented the possibility
of informed consent in Chloe’s case. They provided crisis-oriented psychotherapy, typically lasting
30 minutes or less, which was widely spaced until the next request from the parents. There were no
in-depth meetings with the parents to discuss the short and long-term harms and hoped-for benefits
well before the next medical or surgical step was undertaken. Defendants obscured and concealed
important information such as the following: the conflicting studies in this area; the high quality
evidence demonstrating poor mental health outcomes; the existence of only low to very low-quality
studies purportedly supporting this treatment; the significant likelihood that desired outcomes would
not be attained; the significant possibility of desistence, detransition and regret; and the lack of
accurate models for predicting desistence and detransition. They also did not disclose the significant
health risks associated with a biological female taking high doses of harmful male hormone drugs
and off-label puberty blockers. They did not discuss with Chloe or her parents the worrisome patterns
that adult transgendered persons have demonstrated. Furthermore, Defendants falsely represented
certain opposite facts, including that Chloe’s dysphoria would never resolve unless she
chemically/surgically transitioned, and that she represented a high-risk of suicide unless she
transitioned. These were materially false representations. Chloe’s parents were also asked: “would
you rather have a dead daughter, or a live son?” This unethical form of coercion reflects a lack of
understanding of suicide risk, or a deliberate decision to misrepresent suicide risk. Defendants’
coercion, concealment, misrepresentations, and manipulation are appalling and represent an
egregious breach of the standard of care. This misconduct also constitutes fraud, malice, and
oppression.

7. As occurs in most gender dysphoria cases, Chloe’s dysphoria was not persistent and

resolved when she was close to reaching adulthood. Consequently, she detransitioned and no longer
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identifies as a male. Unfortunately, as a result of the so-called transgender “treatment” that
Defendants performed on Chloe, she now has deep physical and emotional wounds, severe regrets,
and distrust of the medical system. Chloe has suffered physically, socially, neurologically, and
psychologically. Among other harms, she has suffered mutilation to her body and lost social and
physical development along with her peers, and at key developmental milestones that can never be
regained.

8. Chloe was the victim of Defendants who did not have any interest in taking the time
necessary to sit with her and perform the regular, weekly psychotherapy that Chloe needed.
Defendants grossly breached the standard of care by pushing Chloe into this harmful experimental
treatment regimen without a proper period of psychological evaluation, without evaluating and
treating her serious co-morbidities, without providing informed consent, and while actively utilizing
emotionally super-charged and false information to derail the rational decision-making process of
Chloe and her parents. Defendants were not “caring” for Chloe, they were experimenting on her,
and doing so all to their own great financial benefit.

PARTIES

9. At all times relevant herein, Plaintiff Chloe E. Brockman, an individual, was a resident
of the County of San Joaquin, State of California.

10.  Plaintiff is informed and believes and thereon alleges that at all relevant times alleged
herein, Defendant Lisa Kristine Taylor, M.D. (“Dr. Taylor”), is a physician duly licensed by the State
of California to practice medicine in California. On information and belief, Dr. Taylor practices
medicine primarily in Oakland, California, but accepted the Plaintiff as a patient and assisted with
providing a course of experimental transgender medical treatment on Plaintiff that occurred at least
in part in Manteca, California, and caused substantial injury to Plaintiff in Manteca, California.

11.  Plaintiff is informed and believes and thereon alleges that at all relevant times alleged
herein, Defendant Hop Nguyen Le, M.D. (“Dr. Le”), is a physician duly licensed by the State of
California to practice medicine in California. On information and belief, Dr. Le practices primarily
in San Rafael, California, but accepted the Plaintiff as a patient and assisted with providing a course

of experimental transgender medical “treatment” to Plaintiff that occurred at least in part in Manteca,
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California and caused substantial injury to Plaintiff in Manteca, California.

12. Plaintiff is informed and believes and thereon alleges that at all relevant times alleged
herein, Defendant Susanne E. Watson, PhD (“Dr. Watson”), is a psychologist duly licensed by the
State of California to practice medicine in California. On information and belief, Dr. Watson
practices primarily in Oakland, California, but accepted the Plaintiff as a patient and assisted with
providing a course of experimental transgender medical “treatment” to Plaintiff that occurred at least
in part in Manteca, California and caused substantial injury to Plaintiff in Manteca, California.

13. Collectively, Doctors Taylor, Le, and Watson are referred to as the “Defendant
Providers.”

14.  Plaintiff is informed and believes and thereon alleges that at all relevant times alleged
herein, Defendant The Permanente Medical Group, Inc. (“Medical Group”), is, and at all times
mentioned in this complaint was, a California professional medical corporation with its executive
offices located in Oakland, California. On information and belief, The Permanente Medical Group,
Inc., is the medical group through which Drs. Watson, Taylor, and Le collaborated to provide a course
of experimental transgender medical “treatment” to Plaintiff that occurred and caused substantial
injury to Plaintiff at least in substantial part in Manteca, California.

15.  Plaintiff is informed and believes and thereon alleges that at all relevant times alleged
herein, Defendant Kaiser Foundation Hospitals (“Kaiser Hospitals”) is, and at all times mentioned in
this complaint was, a California corporation operating in Northern California, with executive offices
located in Oakland, California. On information and belief, Kaiser Hospitals is the hospital network
through which experimental transgender medical treatment was provided by Drs. Watson, Taylor,
and Le to Plaintiff, causing substantial injury to Plaintiff in Manteca, California.

16. The Medical Group and Kaiser Hospitals are collectively referred to as the
Institutional Defendants.

17.  Plaintiff is ignorant of the true names and capacities of defendants sued herein as
DOES 1 through 50, inclusive, and therefore sues these defendants by such fictitious names. Plaintiff
will amend her Complaint to allege their true names and capacities and causes of action against said

fictitiously named defendants when the same have been ascertained. Plaintiff is informed and
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believes and thereon alleges that each of the defendants designated herein as a “DOE” is responsible
in some manner and liable herein to Plaintiff for her injuries.

18. Plaintiffis informed and believes and thereon alleges that at all times herein mentioned
all of the DOES were the agents, servants and employees of their co-defendants and in doing the
things hereinafter alleged were acting within the course and scope of their authority as such agents,
servants and employees with the authorization, permission and consent of their co-defendants, except
where stated otherwise below. Each of these acts and failures to act is alleged against each Defendant
whether acting individually, jointly, or severally. Each of the Defendants or their alter egos agreed
and conspired with the others in the commission of these acts or failures to act and fully ratified those
acts.

19. At all times mentioned herein, each Defendant was the agent and employee of each
and all of the other defendants and, in performing the acts herein alleged, was acting within the course
and scope of such agency and employment. Plaintiffs are informed and believe that all of the
wrongful acts alleged herein were authorized and/or ratified by officers, directors or other managerial
agents of Defendants.

20. On November 9, 2022, Chloe sent a notice of intent to sue letter to the Defendant. The
statutorily prescribed 90-day hold period for litigation has expired.!

JURISDICTION AND VENUE

21. This Court has jurisdiction over this matter, and venue is proper, because a substantial
portion of the injury and experimental medical treatment upon which this action is based occurred in

San Joaquin County, State of California, in the city of Manteca.

22. The amount in controversy exceeds the jurisdictional minimum of this Court.
GENERAL ALLEGATIONS
23.  Chloe is a biological female who suffered from social anxiety, generalized anxiety,

depression, disruptive behavior disorder, social troubles, body dysmorphia, autism spectrum

symptoms, a cleft palate for which surgery had been performed, a likely eating disorder, learning

! https://libertycenter.org/wp-content/uploads/2022/11/Notice-of-Intent-to-Sue-Ltr-11-09-22-
Redacted.pdf
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disabilities, and gender confusion. She had suffered from various of these issues for multiple years.
Chloe began to go through puberty earlier than most of her peers and experienced bullying and teasing
by her pears as result. She also had difficulty at school and trouble with social interaction and
learning. On September 12, 2012, at eight years old, she was diagnosed with Disruptive Behavior
Disorder. On November 26, 2013, at nine years old, she had a diagnosis indicating an “encounter for
school problem.” On October 9, 2015, she had a diagnosis of ADHD. She received no mental health
counseling related to her social and behavioral problems at school and was never diagnosed or treated
for autism spectrum disorder, though she had multiple indications of being on the autism spectrum.

24.  When Chloe was a child, as young as age six, she liked to wear boy clothes, but on the
other hand, she also liked to play with dolls. When she was nine years old, she began struggling more
with her female identity. Chloe had an idea in her mind that to be an ideal, attractive female she
needed to have voluptuous bodily attributes. But Chloe did not perceive her own appearance as being
voluptuous. She was critical of her broad shoulders and thinner, more muscular body. Therefore,
she naively thought she was not and could not ever be an attractive female. This was a serious, albeit
common, struggle for Chloe and many young girls while entering adolescence.

25.  During this time, Chloe was also exposed to many negative ideas both online and in
her social sphere about being female. This included negative discussions of menstrual cycles,
pregnancy, childbirth, male domination, and similar distorting ideas. She also was exposed to
concerns over sexual abuse and rape. In her social sphere, she had heard about women being sexually
assaulted and raped. Chloe had a constant underlying fear of the possibility of sexual abuse.

26.  In Chloe’s social sphere, there was never any discussion of the positive experiences
of being female, such as the joy and intimacy that can be shared with a loving, caring spouse, and the
joy and intimacy that can be shared between a mother and child.

27.  In sum, Chloe erroneously thought that becoming a woman was undesirable and
thought that she could not be the type of woman that she naively perceived as ideal. She also
continued to struggle socially with having friends. She especially struggled with having female
friends as she often felt more comfortable around less judgmental boys. But, as she and her peers

began to develop, the divide between her and her male friends grew as well. Her female physical
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features developed more, but not as much as she had hoped. Her male friends’ physical abilities
surpassed her own. She experienced bullying and teasing in this regard. These changes were all
discouraging to her.

28. Defendants never meaningfully discussed nor attempted to treat with psychotherapy
Chloe’s struggles and these underlying conflicts. They never told Chloe that puberty changes are a
struggle for most people, particularly females, and that negative emotions tend to increase during
puberty, and further that it takes time to settle into these changes to one’s evolving body. These are
very basic components of psychotherapy for young adolescent girls that should have been evaluated
and discussed with Chloe but were not discussed.

29. Chloe also began researching her feelings online, sometimes for hours at a time in a
single day. During this process, she was exposed to various LGBT activist groups and transgender
influencers that praised and promoted individuals who identified as transgender. These groups also
praised and promoted individuals who underwent the process of transitioning to appear like the
opposite biological sex. Chloe craved the social approval that these individuals received and that she
was not otherwise receiving from her peers.

30.  Although Chloe was still attracted to males and had no significant interest in romantic
relationships with a female, these transgender influencers first put the false idea into Chloe’s head
that perhaps she was actually a boy. Chloe began to abandon her ideal of being a voluptuous female.
She perceived that she could never meet this voluptuous female standard, and she was strongly
influenced by all the imagined negative connotations of being female. Consequently, this idea that
she was a boy became very attractive to her.

31.  Eventually she “came out” to some of her peers that she was a boy and engaged with
these various online activist LGBT groups, receiving the support and praise for her decision that she
craved. By May 2017, when Chloe was twelve years old, she wrote a letter to her parents telling
them that she wanted to be referred to as “Ky” or “Chi,” and that she wanted to be treated as a boy.
Chloe’s parents were hesitant and concerned that this was not the best thing for Chloe, but they were
unsure how to respond and sought the guidance of medical professionals. They contacted Chloe’s

pediatric care provider on June 2, 2017, expressing an interest in counseling for Chloe.
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32. About two weeks later, on June 13, 2017, Chloe and her parents had a preliminary
consultation with a psychologist who immediately affirmed Chloe in her misguided beliefs without
evaluating or attempting to understand the motivation for Chloe’s self-proclaimed diagnosis that she
was a “boy.” After this occurred, Chloe had various visits with mental health providers, wherein she
reported at various times anxiety, depression, social anxiety, shyness, limited friends, and feeling
disgusted with her hips, chest, and thin arms. She also later expressed a desire to bind her breasts
that were growing larger. Chloe’s providers opined that binding could be helpful but failed to disclose
its health risks. Therefore, Chloe began socially transitioning, i.e., presenting as a male in social
settings. Her serious co-morbid symptoms were not discussed or addressed, if they were even
perceived. Her symptoms persisted and intensified. It was as though her providers believed that once
the criteria for gender dysphoria were met, there was nothing to do but put her on the
chemical/surgical path. Thus, they failed to afford her the opportunity that any other child with
psychiatric symptoms would be given: thorough evaluation, appreciation of her developmental
history, and an opportunity to treat the symptoms through understanding within a trusted extensive
relationship with one qualified psychotherapist.

33. At age thirteen, on November 30, 2017, Chloe had her first consultation with an
endocrinologist, who advised against beginning hormone therapy due to Chloe’s young age. Chloe
was disappointed, so she and her parents sought a second opinion from Defendant Taylor.
Remarkably, Dr. Taylor was willing to begin puberty blockers and testosterone treatment
immediately, and with no proper evaluation or treatment of Choe’s constellation of other symptoms.

34.  Dr. Taylor prescribed Lupron Depot, a puberty blocker, and testosterone to Chloe.
These chemicals stopped Chloe’s natural progression of puberty, and medically induced various
endocrine disorders, including among others, hypogonadotropic hypogonadism.? This condition is a
pituitary gland dysfunction, wherein the female ovaries or male testes produce little or no sex

hormones. This dysfunction requires chemical treatment to correct and can be otherwise caused by

2 https://www.pennmedicine.org/for-patients-and-visitors/patient-information/conditions-treated-a-
to-z/hypogonadotropichypogonadism#:~:text=Definition,the%20pituitary%20gland%200r%20

hypothalamus.
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damage to the pituitary gland from surgery, injury, tumor, radiation, genetic defects, heroin use, abuse
of opiate medicines, iron overload, and other causes. Chloe’s pituitary gland was not malfunctioning.
To the contrary, it was functioning normally and was producing proper hormones to further her
normal biological development. Dr. Taylor introduced these chemical interventions to disrupt the
proper functioning of Chloe’s pituitary gland, intentionally inducing various endocrine disorders in
the process. In prescribing testosterone, Dr. Taylor also caused Chloe to develop more masculine
characteristics, to suffer severe atrophy and damage to her reproductive organs, and other harms
discussed in more detail below.

35. The use of Lupron Depot and testosterone to treat “gender dysphoria” is not approved
by the FDA and is an off-label use. Additionally, this “treatment” had been previously and repeatedly

3 Among others, the negative results

tried without success both in the U.S. and in other countries.
caused the U.S. transgender clinic at Johns Hopkins Hospital to shut down decades ago, and also
caused the Tavistock Transgender Clinic in England to shut down recently.* Finland, Sweden,
England, France, Belgium, and more recently Florida’s Boards of Medicine, have all conducted
systematic reviews of the relevant literature and concluded that the risks far outweigh any supposed
benefits.” Among others, one key study in this area is a high quality, 30-year, large scale, population-

6 This prior study found increased psychiatric morbidity, increased

based study, out of Sweden.
suicidality, and a 19-fold increased rate of completed suicide as compared with the general population

for transgender individuals “treated” with transition chemicals and surgery. When this data set was

3 Independent Review of Gender Identity Service for Children and Young People: Interim Report,
THE CASS REVIEW (February 2022) (https://cass.independent-review.uk/publications/interim-
report/ (accessed Feb. 10, 2023); Chapman, M., Johns Hopkins Psychiatrist: Transgender is
‘mental disorder,” Sex Change ‘biologically impossible’, CNSNEWS.COM (June 21, 2015)
https://www.cnsnews.com/article/national/michael-w-chapman/johns-hopkins-psychiatrist-
transgender-mental-disorder-sex (last accessed February 7, 2023).

4 Ibid.

> Buttons, C., Finland’s Leading Gender Dysphoria Expert Says 4 Out Of 5 Children Grow Out Of
Gender Confusion, THE DAILY WIRE (Feb. 2023).

® Dhejne, C., et al., Long-Term Follow-Up of Transsexual Persons Undergoing Sex Reassignment
Surgery: Cohort Study in Sweden, PLOS ONE (Feb. 2011)
(https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0016885)
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analyzed by biological sex, the suicide rate for females who were presenting themselves as men was
40-fold higher than controls. These data have been available since 2011. Thus, strong evidence had
established that transition treatment does not improve long-term mental health for transgender
individuals and, therefore, is never clinically indicated for naive, confused, and vulnerable minors
like Chloe.

36. Meanwhile, many U.S.-based medical groups like the Institutional Defendants are
ignoring the strong evidence against the use of chemical and surgical transition and are instead relying
upon low to very-low quality studies to support their “guidelines” for gender affirming care and

7

transition.” This low quality means the studies present a high possibility of containing erroneous

conclusions regarding efficacy for “treatment” and present a significant risk that patients undergoing

7 See e.g., Hembree, W., Endocrine Treatment of Gender-Dysphoric/Gender-Incongruent Persons:
An Endocrine Society™® Clinical Practice Guideline, THE JOURNAL OF CLINICAL ENDOCRINOLOGY
& METABOLISM (Sept. 2017); (The endocrine society guidelines in “Section 2.0 Treatment of
Adolescents” recommend the use of puberty blockers and cross-sex hormones for adolescents who
meet the diagnostic criteria for gender incongruence. Each of the recommendations is designated
with the symbols “@ & oo” or” @ooo.” The section titled “Method of Development of Evidence-
Based Clinical Practice Guidelines” explains that the recommendations/suggestions designated by
the symbol “@Poo” means that the recommendation is based on low _quality evidence and the
recommendations designated with the symbol ““@oo0” are based on very low-quality evidence.
So, the endocrine society acknowledges that the supporting studies for these guidelines are low to
very low quality studies).See also Buttons, C., Finland’s Leading Gender Dysphoria Expert Says 4
Out Of 5 Children Grow Out Of Gender Confusion, THE DAILY WIRE (Feb 2023); Abbruzzese, E.,
The Myth of “Reliable Research” in Pediatric Gender Medicine: A critical evaluation of the Dutch
Studies—and research that has followed JOURNAL OF SEX & MARITAL THERAPY (2022)
(https://doi.org/10.1080/0092623X.2022.2150346).

It 1s worth noting that the 2009 version of the endocrine society guidelines did not recommend
treatment with cross-sex hormones until at least the age of 16 and did not recommend a breast
mastectomy until at least age 18. See e.g. Hembree, W., Endocrine Treatment of Transsexual
Persons: An Endocrine Society Clinical Practice Guideline, THE JOURNAL OF CLINICAL
ENDOCRINOLOGY & METABOLISM (Sept. 2009). This change in the clinical guidelines did not
reflect a change in scientific knowledge, but instead reflected a downgrade in the quality of the
supporting evidence. The 2009 guidelines are identified as being based on low to moderate quality
evidence, whereas the 2017 guidelines are identified as being based on low to very low-quality
evidence. In order to suggest this “treatment” for lower age groups, the endocrine society shifted
away from higher quality evidence relying instead on lower quality evidence.

In Chloe’s case, had she not undergone any of this “treatment” until she was 16-18, the serious and
permanent harm that she suffered would never have occurred. Chloe’s case is a prime example
demonstrating the higher quality of the prior clinical guidelines.
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this treatment will not experience the purported/intended effects.® Defendants advised transition
allegedly relying upon risky low-quality studies, while ignoring high-quality evidence
contraindicating this “treatment.” This advice was reckless, willful, malicious, oppressive, and
fraudulent, and intended to benefit Defendants financially.

37. Furthermore, eleven studies of childhood gender dysphoria have been conducted,
including three large-scale follow-up studies and eight smaller studies.” Collectively, these studies
establish a desistence rate somewhere between 62% to 97.5% of cases averaging to around an 80-
90% desistence rate.! The largest study found a desistence rate of approximately 92%. In sum, a
well-established body of research demonstrates that gender dysphoria in children will desist by
adulthood in approximately 62%-97.5% of cases, with the person’s mental state shifting to align with
the person’s biological sex.!! The American Psychiatric Association DSM-5 identifies these same
desistence rates.!”> Cases of gender dysphoria that first present in later adolescence are not well
studied. Nevertheless, medically significant desistence/detransition rates have been identified, and
in recent years, the rate of desistence/detransition for later adolescent onset gender dysphoria is

accelerating.!® Furthermore, and of great importance, there are no diagnostic criteria and no models

8 Levine, S., et al., Reconsidering informed Consent for Trans-Identified Children, Adolescents,
and Young Adults, JOURNAL OF SEX & MARITAL THERAPY (March 2022) (DOI:
10.1080/0092623X.2022.2046221).

? Buttons, C., Finland’s Leading Gender Dysphoria Expert Says 4 Out Of 5 Children Grow Out Of
Gender Confusion, THE DAILY WIRE (Feb 2023); Korte, A., et al., Gender Identity Disorders in
Childhood and Adolescence, DTSCH ARZTEBL INT. (Nov. 2008) (DOI: 10.3238/arztebl.2008.0834);
Cantor, J., Do Trans-Kids Stay Trans- When They Grow Up? SEXOLOGY TODAY
(http://www.sexologytoday.org/2016/01/do-trans-kids-stay-trans-when-they-grow_99.html
(accessed Feb. 7, 2023)) (summarizing the eleven studies of desistence including three large scale
follow-up studies and eight smaller scall studies).

10 1bid.
" 1bid.

12 American Psychiatric Association, Diagnostic and Statistical Manual of Mental Disorders:

F ifth Edition Text Revision DSM-5-TR™, AMERICAN PSYCHIATRIC ASSOCIATOIN PUBLISHING,
page 517 (https://ebooks.appi.org/epubreader/diagnostic-statistical-manual-mental-disorders-fifth-
edition-text-revision-dsm>tr).

13 Levine, S., et al., Reconsidering informed Consent for Trans-Identified Children, Adolescents,
and Young Adults, JOURNAL OF SEX & MARITAL THERAPY (March 2022) (DOI:
10.1080/0092623X.2022.2046221).
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for predicting which cases of gender dysphoria will desist and which cases will persist.'* Indeed, one
parent of a transgender patient of Dr. Watson asked Dr. Watson how she determines who will benefit
from hormone treatment. In response, Defendant Watson laughed and replied, “there’s no criteria,
but you kind of get a sense of it.” Thus, Defendant Watson is not practicing evidence-based
medicine; she is experimenting on children and following fashion-based medicine.

38. In addition to the high desistence rates, lack of predictive models for desistence, and
lack of mental health improvement, there are many other known and significant risks of administering
puberty blockers and cross-sex hormones. These include, among others: sterility, painful intercourse,
impairment of orgasm, reduced bone development and inability to obtain peak or maximum bone
density, stopped or stunted growth of the pelvic bones for reproductive purposes, increased risk of
osteoporosis and debilitating spine and hip fractures as an adult, increased morbidity and death in
older age due to increased risk of hip fracture, negative and unknown effects on brain development,
emotional lability such as crying, irritability, impatience, anger, aggression, and reports of suicidal
ideation and attempt. A recent study by Chen et al (2023) affirmed the previous indicators of a
significant increase in mortality among trans adults.

39.  Additional risks associated with testosterone include, among others: serious
cardiovascular and psychiatric adverse reactions, significant weight gain, increased or decreased
libido, headache, anxiety, depression, and generalized paresthesia, premature closure of boney
epiphyses with termination of growth causing inability to reach full height for adolescents, and
pulmonary embolism (i.e., blood clots in the lungs). There is a study of transgender men in which all
of the individuals who reported adverse drug reactions suffered cardiovascular events, and of those
reports, 50% of cases involved pulmonary embolism. The labeling also notes risk of liver disfunction,
stating that prolonged use of high doses of androgens has been associated with development of

hepatic adenomas (benign tumors), hepatocellular carcinoma (cancer), and peliosis hepatis

4 Korte, A., et al., Gender Identity Disorders in Childhood and Adolescence, DTSCH ARZTEBL
INT. (Nov. 2008) (DOI: 10.3238/arztebl.2008.0834); Levine, S., et al., Reconsidering informed
Consent for Trans-Identified Children, Adolescents, and Young Adults, JOURNAL OF SEX &
MARITAL THERAPY (March 2022) (DOI: 10.1080/0092623X.2022.2046221).
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(generation of blood-filled cavities in the liver that may rupture)—all potentially life-threatening
complications.

40. Specifically for females, studies of transitioned females (i.e., transgender males)
taking testosterone have shown a nearly 5-fold increased risk of myocardial infarction. Females can
also develop unhealthy, high levels of red blood cells which create an increased risk for
cardiovascular disease, coronary heart disease, and death due to both. Other affects include
irreversible changes to the vocal cords and Adam’s apple, deepening of the voice, abnormal hair
growth, and male pattern balding of the scalp. Additional risks include polycystic ovaries, atrophy
of the lining of the uterus, and increased risks of ovarian and breast cancer.

41. Chloe was rushed into this experimental transition treatment after only a few months
of self-diagnosed gender dysphoria and without any adequate evaluation of her psychological history,
her reasons for wanting to be a boy, and her numerous co-morbidities. Defendants should have
discussed Chloe’s underlying feelings and thoughts leading up to her naive, self-proclaimed
diagnosis. Defendants should have performed psychotherapy to treat Chloe for her normal puberty
struggles and for her body dysmorphia, social struggles, depression, anxiety, learning disabilities,
autism symptoms, eating struggles, (continuing underweight status) and other related co-morbidities.
The handful of erratic visits that she had with different mental health professionals lacked adequate
follow-up evaluation and continuity of care and were woefully inadequate to properly evaluate and
treat Chloe’s varied mental health symptoms. Chloe’s “gender dysphoria” symptoms were
immediately and improperly treated as the top priority symptoms with no meaningful consideration
or treatment of her other serious symptoms, which predated her gender dysphoria.

42.  Defendants fatally undermined the informed consent process by grossly
overemphasizing Chloe’s gender dysphoria symptoms and by failing to adequately evaluate and treat
her co-morbidities. Proper informed consent in Chloe’s case could not occur without Defendants
performing at least twelve, one-hour psychotherapy sessions, on a weekly basis. These sessions
should have fully explored and considered all of Chloe’s co-morbidities and underlying psychological
struggles. All relevant diagnoses should have been considered. All potential courses of treatment

and the incumbent risks and benefits should have been evaluated and discussed at length with Chloe
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and her parents. Even without co-morbidities, the non-permanent, non-invasive option of longer-
term psychotherapy, evaluation and treatment should have been discussed as a legitimate option,
which it was not. The failed evaluation and assessment resulted in grossly incomplete informed
consent for Chloe and her parents.

43. Regarding formalities, Dr. Taylor did not obtain any informed consent form for the
puberty blockers, and the informed consent form for the testosterone treatment failed to identify any
of the aforementioned risks. The limited informed consent discussions that occurred fell grossly short
of properly advising Chloe and her parents of the relevant serious risks and perceived benefits.
Indeed, Chloe has expressed that even if the long list of risks noted above had been discussed, it
would have been absolutely impossible for her to understand what it would mean to go through
menopause symptoms and have atrophy of her reproductive organs as a teenager. She has also
expressed that she did not understand, and there was no way she could possibly have understood, the
impact of fertility and sexual function loss at age thirteen. She had never had sex. She did not even
begin to imagine that she may want to have a romantic relationship with a man and have children
until she was a junior in high school. As a child herself, she had never thought about rearing children
and/or whether she might want to breast feed them. Defendants made no attempt to convey and
impress upon Chloe the gravity of the life-long and devastating decision that she was making. They
falsely represented to Chloe that her symptoms would never resolve unless she transitioned and that
she was at a high risk of suicide. Chloe’s parents were even given the ultimatum: “would you rather
have a live son, or a dead daughter?”

44. Therefore, at age thirteen, without proper informed consent and based on fraudulent
misrepresentations, Chloe proceeded to receive puberty blocker injections and testosterone injections
under Dr. Taylor’s “care.” This experimental treatment began around January 10, 2018.

45, After several months on cross-sex chemical treatment, Chloe’s mental health declined,
and she began to experience increasing anxiety, depression, and related issues. She was also sexually
assaulted by a boy at school who had frequently teased and harassed her. He groped her breast in
public before class. This was an earth-shattering experience, wherein Chloe felt like she was the only

person in the room and no one else seemed to care or notice. She was concerned about reporting the
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incident to school officials, fearing that the boy would be suspended for a couple days and then return
to harass her more and perhaps do her worse harm. It traumatized her to the core. Her earlier
childhood fears of sexual abuse were realized. It took Chloe a couple of years to emotionally process,
unpack, and come to grips with this assault. At first, she didn’t fully recognize the trauma. She was
already transitioning at this point. So, she thought that she was already a “boy” and that she just
needed to “man up.” But the truth is she was not a boy, and this was a deeply traumatic event that
constituted a sexual assault. This exacerbated her fears, and further propelled her into the belief that
she did not want to be female and that she needed to get rid of her breasts to protect herself from
further such abuse.

46. She began binding her breasts daily at this point. Daily binding and weekly
testosterone injections caused her breasts to become deformed. Chloe realized that her breasts were
losing their form. She felt that they were disgusting and that no one would ever be attracted to her as
long as they remained on her body. She resolved that she needed a double mastectomy at this point.

47.  Defendants never inquired or treated any of these important underlying psychological
traumas, never elicited information related to the assault, and never elicited or evaluated Chloe’s
complex, conflicting, and confused feelings regarding her thinking that she would be safer being a
boy. Any competent provider should have easily discovered this information and recognized the need
for an extended period of psychotherapy and further evaluation. A competent provider would also
have discovered this decline in her mental health condition and recognized it as a failure to respond
to the “treatment.” Therefore, Defendants should have immediately stopped the treatment. As it
stands, Defendants proceeded with blinders on and let Chloe’s complex case slip through the cracks
without adequate monitoring and evaluation to the great detriment and suffering of Chloe, but to the
financial benefit of Defendants.

48.  Due to the failure of proper care, Chloe expressed an interest to Dr. Taylor in
continuing with transition and receiving a double mastectomy, naively thinking that it would solve
all her problems. Dr. Taylor did not evaluate this interest, did not ask about her underlying feelings,
did not ask about or discover the assault that occurred, did not ask about or discover any of the

underlying reasons why Chloe wanted to proceed with surgery, and instead blithely affirmed this
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tragic decision. Hence, Dr. Taylor simply provided Chloe with a referral for a plastic surgeon.

49. Several months later, at age fourteen, Chloe consulted with Dr. Le regarding the
double mastectomy, and he too merely affirmed her in this decision, also without evaluating whether
this was the right decision for Chloe. Dr. Le similarly failed to inquire about the assault and as to
any of the psychological, emotional, and historical feelings as to why she wanted the surgery. Dr. Le
should have inquired and evaluated these issues before performing this radical, permanent, life-
altering surgery. Instead, he perfunctorily affirmed that a double mastectomy was an effective way
to treat her gender dysphoria and proceeded with the consultation and with scheduling the surgery.

50.  Itis important to note that the American Society of Plastic Surgeon’s Policy Statement
for aesthetic breast surgery in teenagers'® states as follows:

“Recommendations: Adolescent candidates for (purely) aesthetic breast
augmentation should be at least 18 years of age. Breast augmentation that is done for
aesthetic reasons is best delayed until the patient has sufficient emotional and
physical maturity to make an informed decision based on an understanding of the
factors involved in this procedure. This includes being realistic about the surgery,
expected outcome and possible additional surgeries. In considering emotional
maturity for breast augmentation, the patients should request the procedure for
themselves, not to satisfy another’s perception of the patient. In addition, they should
demonstrate sufficient emotional maturity to understand all aspects of this surgery.
This would include having realistic expectations of the procedure itself, the outcome
and the potential for future surgeries. Adolescent patients need to understand that,
while implants can be surgically removed, the procedure may leave permanent
changes on the body, including scarring and tissue changes.”

Although Chloe was not seeking augmentation, the need for emotional and physical maturity to make
a decision to totally remove one’s breasts applies even more dramatically to Chloe’s situation.

51. Thereafter, Dr. Susanne E. Watson, Ph.D., performed a pre-operation psychological
evaluation and recommended Chloe for the double mastectomy. This evaluation was conducted in a
single, two-hour visit. There was no long-term, regular evaluation or assessment, and no follow-up
evaluation of Chloe’s psychological condition. This perfunctory sign-off on Chloe’s mental health

condition is grossly deficient from a standard of care perspective. There was no treatment of Chloe’s

15 American Society of Plastic Surgeons, Policy Statement Breast Augmentation in Teenagers
(approved 2004, reaffirmed 2015) (https://www.plasticsurgery.org/documents/Health-
Policy/Positions/policy-statement_breast-augmentation-in-teenagers.pdf).
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underlying anxiety and depression that worsened several months after Chloe began the process of
chemical transition. Dr. Watson affirmed Chloe in this decision to transition and did not evaluate in
any way whether Chloe was making the right decision. Moreover, she failed to elicit the important
information discussed above regarding Chloe’s traumatic experiences, negative emotions, and related
struggles. Like Drs. Taylor and Le, Dr. Watson engaged in a very limited and perfunctory informed
consent discussion that occurred in this single visit, as a part of the more general evaluation, and
which glossed over the significant health and psychological risks of permanent breast removal
surgery and continuing hormone treatment. Dr. Watson’s informed consent discussion was fatally
flawed by the failure to evaluate properly the full scope of Chloe’s psychological condition and
underlying trauma, negative emotions, and mental suffering. Dr. Watson neglected to discuss and
evaluate her co-morbidities, related diagnoses, treatment options for these varying co-morbidities and
for gender dysphoria itself, and entirely failed to present a truthful and complete risk/benefit analysis
for Chloe and her parents.

52.  Additionally, Dr. Watson entirely failed to mention or discuss the following: (1) the
existence of only low to very low quality studies of treating gender dysphoric children with transition
chemicals and surgery; (2) the probability of desistence and the significant desistence rates for
individuals diagnosed with gender dysphoria; (3) the significant probability that Chloe’s dysphoria
would resolve on its own without cross-sex hormones and surgery; (4) the significant probability that
Chloe may later come to regret these decisions in the event that her gender dysphoria did not persist;
(5) the significant possibility that treatment of this type would not attain the desired results of
resolving her internal conflict; (6) the lack of accurate models for predicting which cases of gender
dysphoria will desist and which will persist into adulthood; (7) the fact that transgender individuals
who undergo transition hormones and surgery have a significantly increased suicide risk after
transitioning, and (8) the fact that she previously had two significant surgical cleft palate repairs that
may have influenced her sense of defectiveness as a girl. Instead, Chloe and her parents were given
the opposite information, including that Chloe’s condition would never resolve on its own and that
Chloe would likely commit suicide if she did not receive this treatment. This was coercive and

absolutely false based on Chloe’s presentation of symptoms. She had a complex and multi-faceted
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presentation of mental health symptoms, but she was never evaluated to be at a significant risk of
suicide. Representing that Chloe’s suicide risk would increase without transition was unwarranted,
false, and manipulative. Presented concurrently, this emotionally supercharged suicide threat and
this false decision-making dichotomy backed Chloe and her parents into a corner. They felt they had
no option but to continue moving forward with transition and surgery. Thus, Dr. Watson failed to
provide important relevant information, obscured true information, provided false information, and
manipulated Chloe and her parents into a false decision-making matrix of surgery or death. This
represents an egregious breach of the standard of care as well as fraud, malice, and oppression.

53. Sophisticated, thoughtful experienced mental health professionals, particularly those
with terminal degrees. are expected to understand that ambivalence is present in every major life
decision, including elective body changes with hormones and mastectomy. Throughout her years of
care at Kaiser, the professionals who treated her demonstrated no understanding of this fact.

54.  In the months following Dr. Watson’s evaluation, Chloe had increased mental health
issues, including depression, anxiety, fears, and passive suicidal ideation. Neither Dr. Watson nor
Dr. Le conducted any further review of Chloe’s mental health condition and did not discover these
issues. Therefore, they failed to assess and consider these negative mental health developments in
evaluating and assessing whether Chloe should in fact proceed with permanent, irreversible, and
mutilating surgery. Chloe believed that these feelings would go away when she completed the
surgery and continued with transition. No one informed or advised her that a decline in her mental
health condition is an indication that she was not responding to the experimental treatment and that
resolving these underlying mental health concerns should occur before performing permanent and
irreversible and mutilating surgery. In this time frame, Chloe’s mother had to request a “VOT
[verification of treatment] for intermittent leave” from the pediatric care provider so that Chloe could
be excused from school, as needed, because of Chloe’s increased mental health issues. Despite this
worsening psychological condition, Defendants elected to press forward with permanent, irreversible,
and disfiguring transition surgery.

55. Chloe had a few more visits with Dr. Le, who obtained a so-called “informed consent”

document that addressed normal risks of surgery that might apply to a breast cancer patient, but that
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failed to address informed consent issues relating specifically to “gender dysphoria.” Similar to Drs.
Taylor and Watson, Dr. Le entirely failed to discuss the lack of adequate studies in this area and the
fact that there were only low-quality studies of surgical breast removal as a means of treating gender
dysphoria, especially in a minor. Dr. Le also entirely failed to mention the studies demonstrating
high rates of desistence for children with gender dysphoria and the lack of accurate models for
predicting desistence. He never cautioned Chloe or her parents of the significant probability that her
dysphoria would resolve later in life without any surgical intervention and that Chloe may then regret
undergoing this permanent, irreversible, and disfiguring surgery.

56.  Additionally, even as to the surgery itself, the informed consent discussions were
woefully inadequate. Dr. Le never showed Chloe any pictures of poor results of the surgery and
never showed her any pictures of what the surgery looks post-op prior to healing. Dr. Le only showed
her pictures of “successful” results. A critical part of any informed consent discussion for an elective
breast removal surgery includes showing unsuccessful results and showing pictures of the healing
process. This discussion and presentation did not occur for Chloe. Complications of mastectomies
for adolescent trans-identified patients are well known to plastic surgeons

57. At age fifteen, on June 3, 2020, Dr. Le performed a radical double mastectomy,
removing both of Chloe’s healthy breasts.

58. Chloe was initially satisfied, believing that she would now be able to socialize with
the boys without a shirt, that she would no longer need to wear uncomfortable and cumbersome
bindings, and that she would now be happy. But reality set in a few weeks later when she needed to
have her stiches removed. The experience was strange and unsettling, both from a sensation
perspective and a mental perspective. She was shocked and unprepared for how cut-up her chest
looked after the surgery. Her grafts were black because they had been separated from the tissue and
reattached and so the outside layer of tissue died. The sensation was very strange and uncomfortable.
She had to look at herself daily and was appalled at how she looked. She felt like she had been turned
into a monster. She was also led to believe that she would be fully healed within a few months and
certainly within a year after surgery. However, she is now more than two years post-op and still has

significant complications and problems from the surgery. These problems were never discussed or
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disclosed as possible complications.

59. Drs. Taylor, Watson, and Le affirmed Chloe in her desire to have her breasts removed
and never evaluated her internal reasoning for this surgery. The Defendants in this case never
discovered, assessed, evaluated, or treated the sexual assault that she experienced. They never
diagnosed or treated her for her body dysmorphia, the disgust that she had for her breasts, the feelings
that she would never be attractive with them on her body, and the other conflicted feelings about her
perceived inability to be an attractive woman. They never evaluated or explored treatment options
for potential autism spectrum or for her social/behavioral troubles. They never evaluated or treated
her apparent eating disorder. They did not provide her with psychological support and treatment for
her learning disability and never evaluated the impact of that disability on her social life and her
personal confidence.

60.  After the surgery, Chloe’s internal feelings of conflict with her gender returned more
vigorously than before. Her mental health issues declined further. Her depression and anxiety got
worse, and she developed suicidal ideation. Her gender dysphoria did not resolve with this additional
stage of transition; instead, her mental state got worse. She began to feel that it was all a huge mistake.
She also took a psychology class, wherein she learned about the Harlow monkey experiment and the
importance of a bond between a mother and a child. This class made her think for the first time about
her natural desire to be a mother. At the same time, this caused her serious distress because she
thought for the first time about caring for a child and about how she might want to breast feed that
child. Consequently, she researched for the first time about the benefits of breast feeding a child.
She is heartbroken at the thought that she can never have the option to nourish and nurture a child
through breast feeding. She is heart-broken that she can never experience the physical touch,
bonding, and intimacy that a mother and child can share through breastfeeding. The cross-sex
chemicals she received also caused her severe distress as she suddenly realized the tragic impact of
her potential loss of fertility and a host of other related issues. She could not have possibly
comprehended these tragic consequences as a child, especially while taking such powerful drugs.

61. Throughout and during her cross-sex hormone treatment, Chloe experienced a host of

other significant and severe physical and mental sufferings. She experienced hot flashes,
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accompanied by severe itching in random areas of her body, to the point that she could not wear
sweaters or long pants during the colder seasons. She would also hear loud cracks in her neck and
back while breathing. She has permanent changes to her bone structure, including wider shoulders,
a stronger jaw, forehead, and nose; a larger ribcage; underdeveloped hips; an Adam’s apple; and a
masculine voice. She suffered loss of sensation and severe atrophy of her reproductive organs. She
suffered frequent urinary tract infections, discomfort, and related issues.

62. After Chloe stopped the hormones, she continued to have increased loss of sensation
and increased dysfunction of her reproductive organs, masculine voice, weakening of her voice that
now has a greater tendency to crack and lose power. Chloe has continuing issues with more frequent
UTI-like symptoms. In the first few months after stopping hormones, she had clotting issues,
incontinence issues, and digestive track issues. She developed and continues to have joint pain in her
knees and she continues to be prone to itching and rashes on her limbs, especially her legs. Her joint
paint continues to increase to her back area, and she has sporadic and unpredictable shooting pains
across her back.

63. Chloe has ongoing complications with her grafts for the mastectomy, which require
regular care to address and that make showering and swimming problematic. The damaged area of
her skin on her right nipple graft has also spread off the graft and is moving downwards. She has lost
erogenous sensation in her chest area. The nerves are not connected properly, and she will feel
sensations in her arm pit instead of her chest. She has lost social development with her peers including
with regard to dating and romantic development. She also is at a significant increased risk of having
fertility problems. She may be unable to have children, and if she is able to have children, she may
be unable to deliver them naturally due to inadequate development of her pelvic bones.

64. She has likely lost at least a couple of inches of her potential adult height. She has
increased facial and other body hair. She is at higher risk of having bone density problems and is at
an increased risk of bone fractures. At an elderly age, bone fractures can cause serious injury and
death. She may have stunted neurological development and has concerns that she should have been
treated for autism spectrum disorder. She has now lost the ability to receive that treatment and related

neurocognitive development that could have benefited her adult life. She suffered from a sudden
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massive increase in libido from taking testosterone, which was extremely difficult for her to navigate
as a young female, and she suffered from and developed a pornography addiction. Her dating pool
was severely limited during this time. Girls her age started to express an interest in her after transition,
but Chloe was still only interested in men. When Chloe stopped the hormones, she became intensely
suicidal for the first time and prone to emotional outbursts. She was severely depressed, and it was
incredibly difficult for her to focus on anything including school. As a result, she ended up failing
out of high school her senior year and had to get a California High School Proficiency Exam
Certificate. She struggled with adjusting socially and presenting as a female again. She missed out
on important and irreplaceable female socialization due to ill-conceived social transitioning during
critical years in her development. After detransitioning, she was bullied because of her masculine
physical features and voice.

65. Chloe has suffered severe anxiety, depression, and suicidal ideation as a result of this
so-called treatment. She now has deep emotional wounds, severe regrets, and a deep distrust for the
medical system. She continues to struggle with depression. It is very difficult for her to cope with
the possibility of being unable to have biological children, and her inability to breastfeed them if she
is able to have children. She also struggles considerably with her body image, which she describes
as having “taken a major hit from all of this.”

66. The full extent of Chloe’s damages are being investigated and are not fully known at
the time of filing this complaint. The allegations herein are intended to be only a partial summary of
the relevant facts and medical records, and Chloe’s medical issues and damages resulting from the
gross negligence, coercion, and fraud Defendants committed in this case.

67.  Defendants have also deliberately ignored and failed to meaningfully discuss with
Chloe that sex-reassignment is not physically possible even with surgery. There is no way to
surgically replace functioning biological female organs with functioning biological male organs. A
trans-male (i.e., a woman who transitions to look more like a man) can never produce biological
children with a female and vice versa. At best, surgery and chemical treatment can modify a female
body to mimic and appear more like a male body and vice versa. Also, the female/male chromosome

composition of XX/XY cannot be modified. A female will have XX chromosomes even if she is
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surgically and hormonally modified to appear more like a male. But, as noted above, the potential
long-term outcomes of this mimicry are devastating for patients who undergo this treatment.
Defendants knew that this treatment was not a viable option and does not produce good mental health
outcomes, yet they sent Chloe down this terrible path of mutilation and regret without advising her
of any other options. These acts and omissions represent a gross breach of the standard of care, and
support a finding of fraud, malice, and oppression.

68. In addition, from a financial perspective, patients such as Chloe who “transition” to
appear more like the opposite sex represent a lucrative business opportunity for Defendants. Chloe
underwent tens of thousands of dollars of so-called medical treatment, which inured to the benefit of
Defendants and to the harm of Chloe. Had Chloe continued in her transition path, she would have
represented a monetary benefit to the Defendants of tens of thousands of additional dollars in terms
of follow-up lifelong treatment and in terms of further risky surgeries to construct fake genitalia.
Thus, Defendants have a high monetary incentive to send patients who appear to present with some
symptoms of gender dysphoria down the path to transition as soon as possible. Patients like Chloe,
who would have naturally desisted from their gender dysphoria by adulthood, represent a significant
lost monetary potential if they are not medically treated when symptoms first present. It is well
known that the vast majority of patients who start transition through puberty blockers go on to further
transition through life altering cross-sex hormones and surgery.

69. It appears that the lucrative nature of transition treatment, rather than sound medical
evidence and Chloe’s wellbeing, represented a substantial factor motivating Defendants’ ill-formed
advice to start Chloe on the transition path.

70.  Additionally, it appears that surgical/hormone treatment represented an easier more
available treatment option to Defendants over regular interval psychotherapy. For over a decade,
since 2013, the California Department of Managed Healthcare has conducted an ongoing
investigation of Kaiser’s inability to adequately staff mental health professionals, and this has been

reported in the news.!® The American Psychological Association has even sent a letter to the Kaiser

16 See Exhibits 1-6, 8-12.
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Foundation Health discussing how Kaiser’s lack of availability of follow-up mental health care falls
below professional standards of care in this area.!” Remarkably, there have been multiple protests
wherein thousands of mental health professionals affiliated with Kaiser went on strike at various

8 Also, hundreds of practitioners have left for private

times, including in Oakland, California.'
practice apparently due to Kaiser’s unethical practice of intentionally understaffing the mental health
division."” Yet, Kaiser turned a record $8.1 billion profit in 2021 alone.?

71. Chloe’s case occurred during this time when Kaiser was inadequately staffed with
mental health care providers. It appears that this purposeful inadequate staffing, to make more profits,
was a contributing factor to Defendants’ inadequate mental health evaluation and psychotherapy
treatment of Chloe. It also appears that this inadequate staffing contributed to the apparent favoritism
for easy chemical/surgical treatment, rather than the critically needed psychotherapy in Chloe’s case.

72.  In addition to the foregoing, the Institutional Defendants are separately liable for
allowing such radical, inadequately studied, off-label, and essentially experimental treatment to occur
on minors, including Chloe, at their facilities. They are also liable for failing to have adequate policies
and procedures prohibiting and preventing the acts, omissions, failures of informed consent,
fraudulent concealment, fraudulent misrepresentations, below the standard of care treatment, and
other derelictions that occurred in Chloe’s case and as described above. Indeed, not only are the
Institutional Defendants’ policies and procedures inadequate to prevent such negligent and intentional
malpractice, but they actively promote, encourage, and advertise on their website that their facilities
and providers offer proper transgender treatment, including for minors.?! Thus, the Institutional
Defendants are jointly and severally liable with the providers for the grossly negligent and fraudulent,

malicious, and oppressive acts described in this complaint. The Institutional Defendants are also

17 See Exhibit 7

18 See Exhibit 5,6, 10-12
19'See Exhibit 10.

20 Ibid.

21 https://thrive.kaiserpermanente.org/care-near-you/northern-
california/eastbay/departments/gender-affirming-care/pediatric-services-in-the-mst-department/
(accessed February 13, 2023).
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separately and independently liable on the grounds described in this paragraph and the paragraphs
above, pertaining to the failure to maintain an adequate staff of mental health care providers, all
leading to inadequate patient care and follow-up, and the failure to maintain proper facilities, policies,

and procedures.

FIRST CAUSE OF ACTION

MEDICAL NEGLIGENCE
(By Plaintiff Against All Defendants)

73. Plaintiff hereby incorporates each and every allegation previously set forth above as
though fully set forth herein.

74.  During all relevant times, Plaintiff was a patient of Defendants who undertook to
supervise, treat, and provide medical care and medical facilities to Plaintiff as described herein.
Defendants collaborated to perform a course of experimental chemical and surgical mimicry change
“treatment” on Plaintiff as described in detail above. In summary, Defendants intentionally induced
in Plaintiff an endocrine disorder through the administration of puberty blockers, placed Plaintift on
cross-sex testosterone hormones, and eventually collaborated to recommend and perform on Plaintiff
a radical double mastectomy.

75. By virtue of this doctor-patient relationship, Defendants owed Plaintiff a duty to
exercise the level of skill, knowledge, and care in the evaluation, diagnosis, and treatment of Plaintiff
that other reasonably careful providers in the same respective fields/specialties would use in similar
circumstances. Defendants breached the standard of care as described in more detail above by, among
other things: (1) failing to properly evaluate, assess, diagnose, discover, and treat Plaintiff’s medical
and mental health conditions, including, but not limited to, Plaintiffs’ medical and mental health co-
morbidities and symptoms that presented prior to and concurrent with her gender dysphoria
symptoms; (2) failing to recognize and provide or refer Chloe to a provider who could evaluate and
treat her on a regular weekly basis over an extended period of time; (3) grossly overemphasizing
Plaintiff’s gender dysphoria symptoms to the point of excluding and ignoring her co-morbidities,
related symptoms, and their relevant treatment options; (4) failing to provide Plaintiff with competent

informed consent regarding the treatment options available and the relevant risks and benefits of
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treatment; and (5) manipulating Plaintiff and her parents into a false decision making matrix by
deliberately obscuring relevant information, by presenting false and misleading information, and by
thwarting their rational decision making process through inserting an emotionally supercharged
ultimatum of a grossly exaggerated suicide risk when no such risk existed for Chloe.

76. Regarding informed consent, among other things, Defendants obscured and did not
disclose the important potential results, risks of, and alternatives to this transition course of
“treatment,” as discussed and elaborated in detail above. In addition, Defendants intentionally
obscured and failed to disclose relevant information regarding the existence of only low-quality
studies purportedly supporting such treatment, and the existence of high-quality studies establishing
poor mental health outcomes for this treatment. They also affirmatively misrepresented that
Plaintiff’s symptoms would never resolve without this chemical/surgical transition, and failed to
disclose and discuss desistence rates. Defendants also manipulated and derailed Plaintiff and her
parent’s rational decision-making process, boxing them into a false decision-making matrix by
inserting an emotionally supercharged ultimatum of grossly exaggerated suicide risk when no such
risk existed for Chloe. Defendants falsely represented that Chloe presented a high risk of suicide
unless she transitioned. Chloe’s parents were also coercively asked if they “would rather have a dead
daughter or a live son.” Defendants failed to adequately assess, evaluate, and diagnose Plaintiff’s
widely varied presentation of symptoms and co-morbidities, which fatally undermined and obstructed
the possibility of Defendants providing Plaintiff with informed consent. The process of assessing,
evaluating, diagnosing, and recommending treatment options, risks, and benefits, could not possibly
have met the standard of care in the limited therapy sessions that occurred in Plaintiffs case. The
same provider should have met with Chloe for 1-hour sessions, weekly, for at least 12 weeks, in order
to meet the requisite standard of care. Defendants did not discuss, evaluate, or inform Chloe as to
alternate treatment options, and the related risks and benefits. Defendants failed to disclose to Chloe
that the decline in her mental health symptoms was an indicator that she was not responding to
“treatment” and that she should not continue with “treatment.” These, among other issues, represent
a gross breach of the standard of care and an egregious failure of informed consent. A reasonable

person in Plaintiff’s position would not have agreed to the transition treatment if properly and
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adequately informed of the risks. Plaintiff suffered harm and damage relating to numerous serious
risks that should have been disclosed, discussed, and explained to Chloe and her parents but were not
disclosed.

77. As a direct and proximate cause of Defendants’ breaches of the standard of care,
Plaintiff sustained serious and permanent personal injuries, causing her general and special damages
to be determined according to proof at trial.

78. The acts and omissions described in this complaint also constituted fraud, oppression,
and malice. Defendants deliberately conveyed false information and obscured and concealed true
information. Defendants failed to inform Plaintiff about the issue of high likelihood of desistence
and significant risk of regret. Defendants failed to spend sufficient time with Plaintiff over an
adequate period of time to evaluate her condition, and failed to inform her of her need for regular
psychotherapy and the need for her to seek a therapist who could spend adequate time with her.
Defendants did not tell Chloe about the increased risk of suicide for transgender individuals receiving
chemical/surgical transition treatment. Defendants did not tell her about the existence of high-quality
evidence demonstrating poor mental health outcomes for this treatment and the existence of only low
to very low-quality evidence purportedly supporting this treatment. Defendants did not tell her about
all of the extensive health risks. Defendants experienced significant financial gain as their intended
result. The Institutional Defendants knowingly authorized and ratified this substandard and
fraudulent treatment of Plaintiff for their own financial benefit and the detriment of Chloe. These
among other despicable acts and omissions support a finding of intentional fraud, malice, and
oppression.

79. The harm that Plaintiff experienced in this case as a result of being improperly treated
with chemical/surgical interventions rather than psychotherapy for her varied presentation of co-
morbid symptoms, would not have occurred unless the Defendants were negligent. The fact that
Plaintiff detransitioned after the so-called treatment establishes res ipsa loquitor that Plaintiff was
not transgender and that Defendants were guilty of medical malpractice in their evaluation,
assessment and treatment of Plaintiff. Defendants’ diagnoses, evaluation, and “treatment” of Chloe

were de facto incorrect. Proper evaluation, diagnosis, informed consent, and treatment of Plaintiff
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that met the standard of care would never have started Plaintiff down this harmful path of physical
transition that ultimately turned out to be a horrible experiment causing irreversible and serious
injuries to Plaintiff.

80. The harm occurred while Plaintiff was under the care and control of Defendants, and
Plaintiff’s own voluntary actions were not a cause contributing to the events that harmed Plaintiff.
Plaintiff was a minor incapable of understanding and evaluating the decisions she was making, yet
her providers treated her as if she could understand the implications of the decisions that she was
making as described in greater detail above.

SECOND CAUSE OF ACTION

MEDICAL NEGLIGENCE - HOSPITAL/MEDICAL GROUP
(By Plaintiff Against Kaiser Hospitals and Medical Group)

81.  Plaintiff hereby incorporates each and every allegation previously set forth as though
fully set forth herein.

82. The Institutional Defendants were a medical provider for Plaintiff and had a duty of
reasonable care to Plaintiff. The Institutional Defendants had the obligation to select, maintain, and
ensure the competence of the Defendant Providers. The Institutional Defendants also had the
obligation to provide procedures, policies, facilities, supplies, and qualified personnel reasonably
necessary for the treatment of Chloe. The Institutional Defendants breached these duties by failing
to provide the requisite procedures, policies, facilities, supplies, and qualified personnel, and by
failing to adequately select, maintain, and ensure the competence of the Defendant Providers. Among
other things, the Institutional Defendants allowed the Defendant Providers to treat Plaintiff with
radical, inadequately studied, off-label, and essentially experimental transition “treatment.” The
Institutional Defendants failed to have adequate policies and procedures in place to prevent the acts,
omissions, failures of informed consent, fraudulent concealment, fraudulent misrepresentations,
negligent treatment, and other breaches of the standard of care that occurred in regard to Plaintiff as
described above. Furthermore, the Institutional Defendants not only have inadequate policies and
procedures to prevent such harmful treatment of patients like Chloe, but they actively promote,

encourage, and advertise on their website that their facilities and providers offer proper transgender
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treatment, including for minors.

83. The Institutional Defendants also failed to employ adequate mental health
professionals. This inadequate staffing of mental health providers contributed to preventing Plaintiff
from receiving regular psychotherapy evaluation, assessment, and treatment with the same provider,
which was necessary in Plaintiff’s case to meet the standard of care.

84. Among other acts and omissions, these breaches of the standard of care caused
Plaintiff to suffer personal injury and resulting special and general damages according to proof at
trial.

85. The acts and omissions described in this complaint also constituted fraud, oppression,
and malice. Defendants deliberately conveyed false information and obscured and concealed true
information. Defendants failed to inform Plaintiff about the issue of the high likelihood of desistence
and the significant risk of regret. Defendants failed to spend sufficient time with Plaintiff over an
adequate period of time evaluating her condition and/or failed to inform her of her need for regular
psychotherapy and the need for her to seek a therapist who could spend adequate time with her.
Defendants did not tell her about the increased risk of suicide for transgender individuals receiving
chemical/surgical transition treatment. Defendants did not tell her about the existence of high-quality
evidence demonstrating poor mental health outcomes for this treatment and the existence of only low
to very low-quality evidence purportedly supporting this treatment. Defendants did not tell her about
all of the extensive health risks. Defendants experienced significant financial gain as the intended
result. The Institutional Defendants knowingly authorized and ratified this substandard and
fraudulent treatment of Plaintiff. The Institutional Defendants knowingly failed to employ adequate
mental health professionals to treat complex cases like Chloe. These deficiencies, among other acts
and omissions, support a finding of intentional fraud, malice, and oppression.

86. The harm that Plaintiff experienced in this case as a result of being improperly treated
with chemical/surgical interventions rather than psychotherapy for her varied presentation of co-
morbid symptoms, would not have occurred unless the Defendants were negligent. The fact that
Plaintiff detransitioned after the so-called treatment establishes res ipsa loquitor that Plaintiff was

not transgender and that Defendants were intentional or negligent in their evaluation, assessment and
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treatment of Plaintiff. Defendants’ diagnoses, evaluation, and “treatment” of Chloe were de facto
incorrect. Proper evaluation, diagnosis, informed consent, and treatment of Plaintiff that met the
standard of care would never have started Plaintiff down this harmful path of physical transition that
ultimately turned out to be a horrible experiment causing irreversible and serious injuries to Plaintiff.

87. The harm occurred while Plaintiff was under the care and control of Defendants, and
Plaintiff’s own voluntary actions were not a cause contributing to the events that harmed Plaintiff.
Plaintiff was a minor incapable of understanding and evaluating the decisions she was making, yet
her providers treated her as if she could understand the implications of the decisions that she was
making as described in greater detail above.

PRAYER FOR RELIEF

WHEREFORE, Plaintiff prays for judgment against Defendants according to law and
according to proof, for the following:

1. General damages, in an amount according to proof at the time of trial;

2. Special damages for medical and related expenses, in an amount according to proof at the
time of trial;

4. Pain and suffering, past and future, and mental anguish, past and future;

9]

Pre-judgment interest on damages;

6. Costs of suit;

7. Such other and further relief as the court deems just and proper.
Respectfully Submitted,
LiMANDRI & JONNA, LLP
DHILLON LAW GROUP INC.

CENT];YR FOR
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Paul M. Jonna
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Harmeet K. Dhillon
John-Paul S. Deol

Jesse D, Franklin-Murdock
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CARE DELAYED, CARE DENIED:

Kaiser Permanente’s Failure to Provide
Timely and Appropriate Mental Health Services

A report of the National Union of Healthcare Workers
www.NUHW.org

November 2011
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CARE DELAYED, CARE DENIED

Executive Summary

With more than 6.6 million members, Kaiser
Permanente is California’s largest HMO and
plays a massive role in the state’s healthcare
delivery system by operating more than 35
hospitals and several hundred clinics across
the state. Less well known, however, is Kaiser’s
role in providing mental health services to
Californians. Ranking perhaps second only to
the State of California, Kaiser is one of the state’s

“Treatment is “one size fits all” with
overemphasis on medications, groups and
educational classes in place of effective
levels of scientifically-based, best practices
care. [Patient] care treatment is too little
in frequency, amount and/or duration...”

largest providers of mental health services.

-Kaiser Psychologist

The Oakland-based company guarantees its
members a full array of inpatient, outpatient
and emergency mental health services provided
by several thousand mental health professionals.
Each year, thousands of Kaiser’s members seek
treatment for conditions ranging from autism,
anxiety and bi-polar disorder to depression,
schizophrenia and suicidal ideation.

Despite ~ Kaisers  pledge to  provide
comprehensive mental health services to its
members, an in-depth analysis suggests that the
HMO’s mental health services are sorely
understaffed and frequently fail to provide
timely and appropriate care. Patients often
experience lengthy delays in obtaining services,
an overreliance on “group therapies,” and
frustrating obstacles that push many patients to
forgo care or seek treatment elsewhere at their
own cost.

Drawing on a survey of hundreds of
Kaiser’s mental health clinicians as well as
documentation from regulatory agencies,
court filings, patients and frontline caregivers,
this study finds that Kaiser frequently fails to
comply with California laws aimed at protecting
patients’ timely access to appropriate services.'
Furthermore, it finds that Kaiser’s failures
are systematic and often purposeful. Indeed,
the scope and specifics of these failures are
sufficiently grave as to merit investigation by
state and federal authorities as well as actions

for recover