Case 2:22-cv-00184-LCB-CWB Document 629-7 Filed 07/01/24 Page 1 of 81

EXHIBIT




Case 2:22-cv-00184-LCB-CWB Document 629-7 Filed 07/01/24 Page 2 of 81

Affidavit of Meredithe McNamara, M.D. MSc.
I, Meredithe McNamara, M.D. Msc., state as follows:

1. 1 know that the facts set forth in this affidavit are true because | have personal knowledge
of them.

2. As set forth in earlier affidavits filed in this matter, | am board-certified in both pediatrics
and adolescent medicine. I provide full spectrum clinical care to youth aged 12-25 years,
which includes youth experiencing gender dysphoria.

3. On February 8, 2023, | provided a report regarding the evidence of the benefits of
treatments for youth experiencing gender dysphoria. On March 25, 2024, | provided a
supplemental report responding to the rebuttal repRUIV fU/Rm DefendaniV] e[ SeUl ZilineVVeV.

4. 1 am now providing this affidavit evaluating the reliability of the Cass Review. The Cass
Review was released on April 10, 2024, after my deposition and previous two reports.

5. | have reviewed and analyzed the Cass Review and the evidence on which it relies and
come to the following expert opinions.

6. The Cass Review does not alter the opinions set forth in my initial and rebuttal reports,
including my opinions that:

a. Gender dysphoria is a real and serious condition.

b. Adolescents with untreated gender dysphoria suffer from a wide array of physical,
mental health and psychosocial harms.

c. Treatments, including puberty blockers and hormone therapy, are effective
treatments for gender dysphoria in adolescents, when prescribed consistent with
the WPATH Standards of Care and the Endocrine Society Clinical Practice
Guidelines.

d. No study demonstrates that receiving transitioning medications worsens the
mental health of youth with gender dysphoria.

e. There are no evidence-supported, effective alternative treatments for gender
dysphoria.

7. Inaddition, it is my expert opinion that:

a. The Cass Review does not recommend a ban on gender-affirming medical care
for minors nor does it provide support for such a ban.



Case 2:22-cv-00184-LCB-CWB Document 629-7 Filed 07/01/24 Page 3 of 81

b. The Cass Review makes some recommendations for the diagnosis and treatment
of gender dysphoria in minors that are consistent with international standards of
care, including the WPATH and Endocrine Society guidelines.

c. The Cass Review makes some additional recommendations that conflict with
international standards of care, including the WPATH and Endocrine Society
guidelines.

d. The Cass Review does not follow established standards for evaluating evidence
and evidence quality.

e. The Cass Review fails to contextualize the evidence for gender-affirming care
with the evidence base for other areas of pediatric medicine.

. The Cass Review misinterprets and misrepresents its own data.

g. The Cass Review levies unsupported assertions about gender identity, gender
dysphoria, standard practices, and safety of gender-affirming medical treatments,
and repeats claims that have been disproved by sound evidence.

h. The systematic reviews relied upon by the Cass Review have serious
methodological flaws, including the omission of key findings in the extant body
of literature.

I. The Cass ReYieZ{V UelalliRnVhiS Zillh and XVe Rf lhe YRUk V\Viemaliic UeYieZV
contravenes conventional processes used to develop clinical recommendations.

8. These opinions are supported by the scientific literature attached as an appendix to this
supplemental affidavit.
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| declare under penalty of perjury under the laws of the United States of America that the
foregoing is true and correct.

Executed this 28™ day of June, 2024.

! ! ! ! ! ! Meredithe McNamara, M.D. MSc.
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Appendix A
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Abstract

The Cass Report aimed to provide recommendations for how services for gender di-
verse children and young people should be delivered in England. Our critical appraisal
reveals significant methodological and conceptual flaws within the report and the re-
search commissioned to inform the report, which included seven systematic reviews
and both quantitative and qualitative primary research. Using the ROBIS tool, we
identified a high risk of bias in each of the systematic reviews driven by unexplained
protocol deviations, ambiguous eligibility criteria, inadequate study identification, and
the failure to integrate consideration of these limitations into the conclusions derived
from the evidence syntheses. We also identified potential sources of bias and unsub-
stantiated claims in the primary research that suggest a double standard in the quality of
evidence produced for the Cass Report compared to quality appraisal in the systematic
reviews. We discuss these issues in relation to how evidence regarding gender affirm-
ing care is framed, the wider political context, and the future for gender affirming care.
To uphold evidence-based medicine, future gender-affirming care research must gener-
ate robust observational data, involve transgender communities, and prioritise patient-
centred outcomes, ensuring validity, generalisability, and cultural relevance. The Cass
Report’s recommendations, given its methodological flaws and misrepresentation of
evidence, warrant critical scrutiny to ensure ethical and effective support for gender-
diverse youth.

Keywords: Cass Report, Gender Affirming Care, Gender Dysphoria, Gender
Incongruence, Transgender

The Cass Report was commissioned by NHS England and NHS Improvement “to
make recommendations on the services provided to children and young people who
are exploring their gender identity or experiencing gender incongruence” !. These rec-
ommendations were informed through seven systematic reviews, a survey of gender
services for young people in Europe, two quantitative studies of health records, and
a qualitative study on the experience of gender dysphoria (GD) among young people.
In this paper, we show that this programme of research has significant methodologi-
cal problems; that the Cass Report’s application of evidence-based medicine (EBM)
to Gender-Affirming Care (GAC) is flawed; and that the Review’s understanding of
transgender identities and experiences deploys a paternalistic lens that disregards the
competence of transgender young people. We contend that together these issues under-
mine the validity of the Review’s recommendations and that it has therefore failed to
fulfil the commission request. We also make suggestions for how future research and
systematic reviews on GAC should develop to ensure evidence-based quality improve-
ment in the provision of GAC for transgender and gender diverse children and young
people.
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1. The Systematic Reviews

Seven systematic reviews were commissioned by the Cass Report and published in
the BMJ Archives of Disease in Childhood > ® with a single systematic review protocol
registered in PROSPERO for all seven reviews’. To evaluate their risk of bias we ap-
plied the ROBIS tool '° as recommended by Cochrane '"!2. The ROBIS tool considers
four domains of risk of bias: (1) study eligibility criteria, (2) identification and selec-
tion of studies, (3) data collection and study appraisal, and (4) synthesis and findings.
An overall judgement of the risk of bias for a systematic review is also made. Each
of the seven systematic reviews were assessed by two independent assessors using the
ROBIS tool. A third and fourth assessor resolved any disagreements by consensus (see
supplementary material for further information). As we demonstrate for each of the
domains described below, our analyses resulted in all of the systematic reviews being
judged as at a high risk of bias due to both methodological limitations and failure to
adequately address these limitations in their conclusions and interpretations.

1.1. Domain 1: Study eligibility criteria

In this domain, all the systematic reviews were considered to be at high risk of bias
because the eligibility criteria in most of the systematic reviews are unacceptably am-
biguous, there are significant deviations from the eligibility criteria in the protocol, and
the eligibility criteria excluded types of studies that are relevant to the systematic re-
views’ research questions. These problems are exacerbated by the fact that the protocol
was updated on January 23" 2023 to record that screening against the eligibility crite-
ria had been completed (presumably for all of the systematic reviews) without taking
this opportunity to record and explain deviations from the original criteria. Best prac-
tice guidelines for systematic reviews require that deviations like this are described and
justified 3.

Every systematic review, except one focusing on clinical guidelines, excluded all
grey literature (in another deviation from the protocol) and all literature not in English.
The exclusion of "grey” literature (including dissertations, white papers, and govern-
ment reports) and non-English materials creates concerns that studies relevant to the
systematic reviews may have been excluded. While it is true that much of the known
scientific literature on this topic is published in English, the Cass Report’s team had
the opportunity and resources to search for data without language limitations given the
support the review process received. If the goal was to conduct a thorough overview of
all extant knowledge on the subject, these limitations—apart from being incongruent
with best practices in the absence of justification—obstruct that goal.

The exclusion of qualitative research from the overall set of systematic reviews is
questionable, especially because qualitative studies were part of the inclusion criteria in
the protocol and several of the research questions for the reviews have been investigated
using rigorous qualitative methods'4!”. Given that the Cass Report itself presents
qualitative data (anecdotes, quotations, community claims) as evidence and purports to
value stakeholder input, the fact that qualitative studies were not reviewed impedes the
comprehensiveness of the overall project.
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1.2. Domain 2: Identification and selection of studies

For the second domain, all seven systematic reviews were judged to be at high risk
of bias since it is likely that the search strategy failed to identify all relevant studies. A
single search strategy was used for all systematic reviews without any modifications.
This calls into question the appropriateness of the search strategy and its applicability
to each specific systematic review. Furthermore, there is no evidence that grey literature
was searched for, apart from the systematic review of clinical guidelines (despite the
protocol indicating intent to do so).

For some reviews, the selection and identification of studies for inclusion was ques-
tionable. The systematic review for social transition excluded studies in which so-
cial transition was not treated “as an exposure”, and therefore excluded Olson et al.
(2018)'® and Rae et al. (2019)'°. However, the authors included five other studies
from the same ongoing project (the TransYouth Project) ignoring that the same design
limitations would also apply to these studies, especially as no differences between the
transgender group and the cisgender controls in this group would indicate something
very different than no difference between a socially transitioned group and a group
denied social transition.

1.3. Domain 3: Data collection and study appraisal

In the third domain, the systematic review of clinical guidelines was judged to have
a low risk of bias, and each of the other systematic reviews was judged to be at a
high risk of bias. This was due to concerns about whether the inclusion of studies for
synthesis in each systematic review depended on how well these studies were reported,
as no information was provided about how or whether missing data was sought from
study authors, and problems with the application, or lack, of study appraisal.

There were several issues with how study appraisal was conducted in these reviews.
In the systematic review of psychosocial support interventions for children and adoles-
cents experiencing gender dysphoria or incongruence, the Mixed Methods Appraisal
Tool?® (MMAT) was used to critically appraise the quality of the primary studies. The
reviewers categorised the study quality into three categories (low/medium/high), which
is not recommended by the authors of the MMAT. In fact, the authors of the MMAT
actively discourage the use of an overall score of quality and state that, if this advice is
not followed, a 5-point scale should be used alongside a full description of the MMAT
results, !

In the systematic review of clinical guidelines, which was not described in the pro-
tocol, an appropriate study appraisal tool—the AGREE-II—was used. However, its
reliability in this context may be questionable since several other systematic reviews
have applied this tool to some of the same studies and arrived at quite different conclu-
sions, with some also criticising the usefulness of AGREE-II for GAC guidelines.?>2*
Notably, the most restrictive guidelines were rated highest in this systematic review,
without a clear justification related to how these guidelines were developed,®?® while
guidelines for more affirmative models of care were judged to be of higher quality in
other reviews than by Taylor and colleagues. >

An adapted version of the Newcastle-Ottawa Quality Assessment Scale?® (NOS)
was used in three of the systematics instead of the MMAT2*7—a deviation from the
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protocol that was not explained or clearly reported. The NOS has been highly criti-
cised?” and the use of an adapted scoring negates any previous attempts to validate the
NOS. In fact, one of the systematic reviews’ cites this critical paper by Stang and col-
leagues (2010)?7 to support their use of the NOS—a practice its authors that have called
out as a major quotation error.?® The systematic review authors provide no rationale for
the threshold scores used to categorise the quality of studies. It is generally accepted
that the use of a single score (as used in these systematic reviews) is unacceptable in
the assessment of risk of bias of individual studies within systematic reviews. 2" Sin-
gle scores do not capture the nuances of risk of bias, making them difficult to interpret.
Additionally, the NOS is considered a quality appraisal scale, but within systematic
reviews exploring the effectiveness of interventions (which this review claims to be
doing) it is recommended that a domain-based risk of bias assessment tool should be
used instead of a quality appraisal tool.!! The ROBINS-I is an example of an available
tool which is more suitable. !

1.4. Domain 4: Synthesis and findings

All of the systematic reviews were judged to be at high risk of bias for the synthe-
sis and findings domain. For two of the systematic reviews, this was because of the
inappropriate exclusion from the synthesis of studies that were deemed to be of "low
quality” according to the adapted NOS.%# Using this approach, the authors excluded
48% and 36% of studies for puberty blockers and hormone therapy respectively. This
practice is not recommended in systematic reviews unless explicitly pre-specified in a
protocol with a clear and reasonable rationale, which was not evident in these cases. 32
Instead, the narrative syntheses should have included all studies and integrated obser-
vations regarding study quality into the analyses, similar to how a sensitivity analysis
would treat study quality in a meta-analysis.> In the systematic reviews on the charac-
teristics of children and young people referred for GAC and on care pathways for this
population, there was no assessment of study quality or risk of bias so their conclusions
could not take these issues into account.

This pattern of deviations from the protocol’s plan for quality assessment is strik-
ing. The protocol stated that the MMAT would be used to appraise the quality of
the studies included in each systematic review. However, only one of the systematic
reviews followed the protocol by using the MMAT, but did so inappropriately; the sys-
tematic review of clinical guidelines used an appropriate tool for quality assessment,
but was not mentioned in the protocol; three of the systematic reviews used a different
tool from what was planned in the protocol and altered it in problematic ways; and
two of the systematic reviews did not assess study quality at all. It is notable that the
combination of using the NOS instead of the MMAT, altering how it is scored, and then
excluding evidence on the basis of this altered score only applied to the systematic re-
views on what could be considered the three most controversial topics that the Cass
Report addressed—puberty blockers, hormone therapy, and social transition. The fact
that these decisions were deviations from the protocol and that justifications for them
were not provided raises concerns about cherry-picking.

In the synthesis sections, the authors conclude that low quality or even moderate
quality evidence indicates that there is insufficient evidence for recommending gender-
affirming care practices. For example, in the review on hormone replacement therapy,
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the authors argue that no conclusions can be drawn regarding any relationships be-
tween HRT and psychological health. However, this minimizes their own data. One
study showed an improvement in gender dysphoria,* one showed an improvement
in body satisfaction, four studies showed an improvement in depression-related out-
comes,**7 three studies showed an improvement in anxiety-related outcomes*>¢ and
three studies showed a decrease in suicidality/self-harm related outcomes.3¢3® Here,
five distinct studies on 415 trans youth show an improvement in mental health, body
satisfaction and/or gender dysphoria. Further, no study demonstrated “consistent” evi-
dence for harm. Therefore, it appears that the body of evidence, despite its limitations,
is at least suggestive of a beneficial direction. At minimum, the lack of evidence for
harm should have been detailed. Had this been detailed more, the authors still would
have likely concluded that more research is necessary for elucidating the impacts of
gender-affirming care, but their conclusions would be less likely to be misrepresented
to insinuate that GAC is harmful.

1.5. Additional Issues of Concern

Beyond what is captured by our application of ROBIS, there are several other
ways in which these systematic reviews deviate from best practice. PRISMA reporting
guidelines advise authors to provide a transparent, complete and accurate account of
why a review was done, what they did, and what they found. However, as highlighted
above, there are several deviations from PRISMA within the systematic reviews. 3 of
particular concern is the lack of explicit, pre-specified methods in a detailed protocol
for each separate review resulting in a lack of transparency and reproducibility. The
protocol falls short of the PRISMA-P guidelines*’ by failing to document changes to
the protocol or how they would be recorded (item 4), specifying ambiguous eligibility
criteria (item 8), failing to disclose how the search strategy was developed and the ex-
pertise of the searcher (item 10), omitting a description of whether or how information
missing from included studies would be obtained (item 11), and neglecting to consider
how meta-biases (e.g., publication bias, outcome reporting bias) may have affected the
reviews (item 16). Ideally, an adequately detailed protocol should have been written
for each individual systematic review and submitted for peer review.

Another deviation from best practice concerns the composition of the review team.
Both the Cochrane Handbook '! and the Institute of Medicine*' recommend including
content area experts on the review team. Initially, the Cass team specifically excluded
content experts, but they later added Dr Trilby Langton who is a former Clinical Psy-
chologist at the Tavistock Gender Identity Development Service”.? Despite this, there
is still a distinct lack of content expertise among the authors on many of the issues
examined by the systematic reviews. Ideally, there would also be input to systematic
reviews from those affected by the topic, and there is evidence that this practice is
becoming common.*? Given the potential, and now actual, implications of the Cass
Report for the gender-diverse communities in the UK and elsewhere, knowledge and
experience from community leaders should have formed the basis for each of the sys-
tematic reviews.

Finally, it is considered mandatory by Cochrane to rerun searches that are more than
12 months old and to screen the results for eligibility. The search for these systematic
reviews was conducted in May 2021 and updated in April 2022 and was therefore 24
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months old on publication. This means that the most recent eligible research is not
included in these reviews.

Not only were these systematic reviews out of date and conducted in a manner
that is likely to have biased their conclusions, but their necessity is also questionable
in some cases. Several previous studies had addressed similar research questions re-
garding puberty suppression and hormone therapy, for example, and by systematically
reviewing the same evidence came to more positive conclusions regarding their use-
fulness for gender diverse children and young people.***> Next, we consider the new
evidence that was generated for the Cass Report.

2. The Primary Research

The Cass Report commissioned primary research consisting of (i) a retrospective
cohort study using electronic primary care records, (ii) an international survey of gen-
der services for children and young people, and (iii) a qualitative study. Despite the
methodological flaws in the cohort study and the qualitative study, which we demon-
strate below, these studies were cited in the Cass Report, without due attention to its
limitations, to support several of its claims (see for example 10.70 and 10.71, p. 146).

In the study of electronic health records, the authors aimed “to estimate for people
aged 18 and under with GD: changes in incidence and prevalence over time”. They did
not account for changing acceptance, stigma, diagnostic criteria and clinical coding
available to GPs (i.e. from DSM-IV to DSM-V and ICD-10 to ICD-11),***” or clinical
guidelines, which may alter sampling over time and bias GD prevalence estimates (see
“chronology bias” or “surveillance bias™).*%%’ The authors fail to demonstrate that the
observed increase is either unexpected or of concern, yet the assumption of both under-
pins the Cass Review and its commissioning. Regarding the co-occurrence of ASD and
GD, the authors conclude that this has increased, without appropriate statistical tests
(e.g., time trend analysis)>° or consideration of changes in the visibility and diagnosis
of ASD, despite also warning of large confidence intervals. The authors also claim
there was a two-phase growth in referrals for GAC, with an “acceleration” in 2015,
without justifying this by statistically modelling the claim and comparing it to alter-
native models of the data. In the Cass Report, a discussion of statistical significance,
bias, type I errors, and power is included (p. 51), as well as description of statistical
significance (and lack thereof) in cited studies (p. 187). Given this evidence of statis-
tical understanding, the failure to apply the same critical thought to the results of the
primary research suggests a potential double standard.

The qualitative research summary links to a study protocol submitted before the
research began. Critically, there is a lack of appropriate information about the overall
methods, especially recruitment methods, and no discussion of selection biases (also
lacking in Hall et al., 20247). Additionally, there is no mention of reflexivity or po-
sitionality (where the researcher stands in relationship to those they are interviewing),
which has consequences for the data interpretation and is an important indicator of
rigour in qualitative research of healthcare.”! The lack of consideration for how rigor-
ous qualitative studies are designed, combined with the aforementioned exclusion of
qualitative research from the systematic reviews, and the use of single (and sometimes
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misrepresented; see below) quotes from participants to support much broader conclu-
sions demonstrates a misunderstanding of qualitative evidence in the Cass Report and
the valuable insights about GAC that have been generated through qualitative research
(see Horton, 202352).

As outlined above, the results from these studies carried out for the Cass Report
were used to produce conclusions and recommendations about GAC without sufficient
warning of their methodological limitations, in stark contrast to the exclusion of re-
search with far fewer limitations from the systematic reviews. This seeming double
standard calls into question the Cass Review’s claims that it has been ”[s]ystematically
reviewing and evaluating the evidence” (p. 65, our emphasis).

3. How the Cass Report frames GAC

These flaws have not prevented proponents of the Cass Report from praising its
application of EBM whilst criticising existing literature on GAC as “substandard”.>?
This view is based upon an inappropriate use of a paternalistic lens which views GAC
as quasi-psychiatric care, and upon an inappropriate methodological lens which centres
randomised controlled trials and downplays the value of high-quality observational
data, issues that we turn to next as they are also apparent in the Cass Report.

3.1. Use of a paternalistic lens

Recognising and supporting the authenticity and competence of transgender young
people is an important aspect of the provision of high-quality care.’* However, the
Cass Report emphasises their distress, rather than their treatment wishes: the report de-
scribes them as “children with gender dysphoria and/or gender-related distress” (p.52)
and then emphasises the resolution of this distress as the main goal of interventions.
Framed in this way, GAC becomes one of several treatment options for a quasi-psychiatric
condition, rather than the authentic preference of competent individuals (note that
Gillick competence is still applicable, without special limits, to under-16s seeking
GAC, after the Court of Appeal quashed the High Court judgement that set restrictions
specifically for GAC).>> The reviewers’ approach allows them to consider alternatives
which they allege are in equipoise with GAC due to a lack of evidence, but which run
contrary to patient wishes. >® Given that transgender people have a care need rather than
a disease and seek actualisation of their identities as opposed to a cure, this paternal-
istic lens is inappropriate.3’ Moreover, such a lens is also generally inappropriate in
psychiatric care, where patient autonomy should be supported wherever possible. >

GAC should instead be considered through a similar lens as reproductive health-
care, akin to how healthcare providers and the public think about contraception, hor-
mone replacement therapy, or fertility treatment.>’ Reproductive care requires not just
the absence of illness, but "a state of physical, emotional, mental, and social well-being
in relation to all aspects of sexuality and reproduction”.>® All individuals have the right
to make decisions regarding their own reproductive care and must have access to ser-
vices that support that right. Having a young person with GD undergo their natal pu-
berty is not a neutral or desirable act just because it is a natural occurrence, in the same
way that continuing an unwanted pregnancy or having intrusive menopausal symptoms
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should not be considered the default option. By failing to use a reproductive healthcare
lens, the review risks creating an environment where non-affirming alternatives can be
undertaken contrary to competent patients’ wishes, where unethical controlled studies
can be performed (see below), and in which the role of observational and cohort studies
is downplayed.

3.2. Use of an inappropriate methodological standard

The Cass Report sets out that randomised controlled trials (RCTs) are the gold stan-
dard to assess the efficacy of gender-affirming care (GAC), leading to the implication
that the “research protocol” which will be the only method of accessing puberty block-
ers will be an RCT (e.g., p. 177). Indeed, the benefit of RCTs lies in their high internal
validity, achieved through the randomisation process which reduces biases related to
confounding factors.® However, their external validity is often criticized,®! both re-
garding study population representation and extrapolating experimental conditions to
real-life settings.®? In transgender medicine, youths willing to subject themselves to
a RCT are likely not representative of the broader population, and the homogeneous
treatments in an RCT do not easily translate to individualized care in clinical practice.
Perhaps of most concern is the unethical and coercive nature of access to puberty block-
ers being contingent on consenting to participation in research.

Moreover, the causal agent in an RCT comes from the contrast between treatment
and control groups to determine a treatment’s effect.®? In GAC, belonging to the con-
trol group, rather than the absence of treatment, can affect the outcome, threatening
internal validity. Blinding is impossible due to the obvious effects of puberty block-
ers or hormone treatments, likely causing control group participants to feel resentful
demoralization.>® This resentment can bias responses of the controls or lead them to
self-destructive behaviours, 3¢ shifting the causal link from the treatment effect to the
knowledge of group assignment. Differential attrition is also likely, as youths with sup-
portive families, better socioeconomic status, or living in areas with a better availability
of GAC may leave the study if in the control group or not participate at all.>®

Additionally, hormone treatments take time to show effects, 63 and various interven-
tions may be needed at different times based on individual needs. This requires long-
term follow-up in RCTs. However, the benefits of randomization diminish over time,
leading to biases similar to observational studies.®® This is especially true in transgen-
der medicine, where affirmed youths’ life trajectories differ from those without access
to GAC, due to the experience of living in their authentic gender and differential expo-
sure to discrimination. Participants might also access other types of GAC at different
rates, adding more confounding factors. Thus, over the necessary duration to assess
hormone treatment efficacy on wellbeing, the groups would likely diverge enough to
lose the benefits of randomization, reducing the RCT’s internal validity to that of a
well-conducted observational study, which would not present the same ethical issues.

Finally, and perhaps more fundamentally, evaluating the efficacy of GAC based
on psychosocial well-being is misguided. The primary goal of GAC is to prevent or
induce the appearance of certain physical characteristics, and their physiological ef-
ficacy is undisputed. Mental health benefits are a logical consequence of living au-
thentically.>” Advocating for RCTs with mental health outcomes frames transness as a
quasi-psychiatric condition, a distress whose suffering must be alleviated by the most
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evidenced-based methods, which contradicts the depathologisation of transness and
its recognition as an issue of bodily autonomy and human rights.% Improvement
in well-being does not come from a physiological action of hormones, which could
be adequately isolated by an RCT, but from a combination of factors contributing to
increased congruence. Proposing RCTs with a mental health outcome thus shows, at
best, a profound misunderstanding of transness.

In their response to criticisms following the Review, the Cass team attempted to
justify their criticism of cohort studies: the same level of rigour should be expected
when looking at the best treatment approaches for this population as for any other
population so as not to perpetuate the disadvantaged position this group have been
placed in when looking for information on treatment options”. % The Cass team fail to
mention that the majority of strong treatment recommendations in healthcare are based
upon low or very low-quality evidence® or that, as elaborated above, cohort studies
may be best suited for producing evidence that can best inform claims about GAC.

4. Unsupported Claims

Despite its emphasis on being evidence-based, the Cass Report includes many in-
sufficiently evidenced claims that are used to inform conclusions and recommenda-
tions. We briefly describe select examples here (but for more, see Grijseels, 2024 58).

In an analysis of changes in patient profile, the authors stated that ’the exponen-
tial increase in numbers within a 5-year timeframe is very much faster than would be
expected for the normal evolution of acceptance of a minority group” (p. 118) but pro-
vided neither references nor data to support this claim, nor proper consideration of the
complex relationship between referrals and factors associated with social acceptance. *
Further, the authors made use of several flawed datasets and analyses, including dou-
ble counting in referral data (Fig 11., p. 85), referral trajectories that are over 7 years
old (Fig 15., p. 88), personal communications without associated methodology (Fig
16., p. 89), and flawed original research (see section 2). The authors also claimed that
“the switch from birth-registered males to birth-registered females” is unlike trans
presentations in any prior historical period” (p. 26), without evidence for this change
occurring, and without considering studies that contradict this claim.”® On detransi-
tion, the authors claimed that there is a “suggestion that the numbers are increasing”
(p- 33), again without demonstrating or citing evidence that this is happening while
also failing to cite major studies on detransitioning (e.g., Turban et al., 20217").

On social transition, the authors state that others consider that it makes it more
likely that a child’s gender dysphoria, which might have resolved at puberty, has an
altered trajectory potentially, culminating in life-long medical intervention” (p. 31).
Despite their own review concluding that it is difficult to assess the impact of social
transition due to the small volume and low quality of current research’ and that young
people report reduced gender dysphoria and feeling more comfortable in themselves
after socially transitioning (p.159), recommendations centre around considering partial
rather than full transitioning for prepubertal children to prevent an altered “develop-
mental trajectory”. In addition to this contradiction, these recommendations frame
early social transitioning and detransitioning through a lens of pathologisation that

10
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leaves little room for the possibility that the formation of gender identity is non-linear.
Such identity explorations during childhood may be experienced positively. >

Finally, it appears the Cass report may have misrepresented participant quotes from
its primary research to support its claims. For example, one participant is quoted as
saying “there’s not only one route or one set way to transition or be trans. They might
want just hormones, or just surgery, people are different with different experiences,
presentations, and bodies. It’s fine for that to be the case, it’s okay to have different
plans for your medical transition.” (p.147). While it seems that this participant is
advocating for increased availability of care options for trans people, this quote directly
informs 10.81, which suggests it is important to inform people that medical transition
is not the only option and that choosing not to go down that route does not invalidate
their identity” (p.147). The report then reframes this response as evidence for the need
to reduce the number of medical transitions, whereas this misinterpretation of what the
person has said may reflect a confirmation bias from the review team that may have
violated their participants’ informed consent for research participation.

5. Political Context of the Cass Report

A further area of the Cass Report that requires scrutiny is its failure to comprehen-
sively consider the wider sociopolitical context surrounding transgender healthcare, in
the UK and worldwide. Systematic reviews should consider the social, cultural, and
political context in which interventions are being implemented, especially when the
intervention can affect the health of disadvantaged groups.” These contexts can in-
fluence both the outcome of interventions included within systematic reviews, and the
implementation by policymakers of recommendations from reviews.’”>’* However, in
both the Cass Report itself and the systematic reviews upon which it is based, there
are relatively few reflections on social and political context. Within the final report of
the Review, the main contextual observation is that there are “polarised debates about
a range of societal issues involving transgender people in the UK” (p. 67). The report,
however, fails to adequately consider the evidence of significant increases in societal
transphobia in recent years. For instance, the number of recorded hate crimes against
transgender people reached a record high in 2023, while the British Social Attitudes
survey shows a marked decline in attitudes towards transgender people: 36% of people
now describe themselves as prejudiced against transgender people, twice as many as
in 2019.77 Recent comparative research has found anti-transgender sentiments being
shared widely by media actors and politicians within UK, as well as in several other
European countries. ”’

While striving for the best evidence-based interventions and practice across health-
care, it is crucial to consider how these sociopolitical trends might influence the im-
plementation of health interventions aimed at transgender people and the evaluation of
what constitutes evidence, expertise or best practice. For example, a recent study ex-
amined the presentation of expertise and evidence within state hearings about a ban on
gender-affirming care for children and adolescents in Arkansas. The authors identified
a clear trend of misrepresentation and disinformation by actors positioning themselves
as clinical experts.”® The specific themes of misrepresentation and disinformation in
both Arkansas and other states throughout the U.S. include insinuations that being
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trans is, in and of itself, evidence of mental illness and can be “cured” through talk
therapy, outdated and misleading claims about the process of gender-affirming care in
the U.S., misrepresenting the evidence regarding “desistance” in transgender youth,
and rejection of scientific and medical authority.” By making this point, we make no
assessment or claim of political bias on the part of the authors of the Cass Report and
associated systematic reviews. Rather, we suggest that it is not possible for these au-
thors to separate their research from this social and political context, as they attempt
to do. The quality of their recommendations and the weight given to them should be
critically considered while taking this context into account.

6. The future application of EBM in Gender Affirming Healthcare

The Cass Report’s editorial argues for the importance of EBM to support clinicians
in working with the everyday concerns and unknowns of practice. Central to EBM
are the three pillars of best available evidence, clinical expertise, and the values and
preferences of those accessing care. It is helpful to consider what the best available
evidence could look like, in an approach tailored to the context of GAC, the view and
preferences of gender diverse children and young people, and those who support them,
and the clinical expertise of healthcare providers who deliver GAC.

The consideration of values and preferences have been historically absent in trans
care—with its continued exclusion rooted in a legacy of pathologisation. Even among
other cohorts that remain pathologised, efforts are increasingly made to value “experts
by experience”, including in the development of clinical guidelines.® Effective co-
production needs to involve the community at every stage, not just superficially, as
is common in NHS England initiatives.®! In a good example of this, Ziegler led two
reviews of clinical practice guidelines for adults and for children in primary care for
which the broader team included both members of the trans community and primary
care GAC providers. >

As outlined above, the Cass Report does not consider all of the best available ev-
idence regarding GAC for children and young people and applies generic standards
of evidence rather than considering what is the best possible evidence in this context
given methodological, practical, and ethical constraints. It is our view that the best
possible evidence regarding GAC is produced when the engagement and trust of par-
ticipants is maximised through community involvement and clear communication, ¥>%3
when these participants are diverse and followed longitudinally in rigorous observa-
tional designs,*®* and to measure outcomes that are considered important by gender
diverse children and young people, and those who support them, including the clinical
expertise of healthcare providers who deliver GAC, using culturally appropriate and
valid measures.®>%7 These recommendations are consistent with the methodological
standards for validity, generalisability, and patient-centredness set out by the Patient-
Centred Outcomes Research Institute %8 and capture the three pillars of EBM.

7. Conclusion

We have demonstrated that the Cass Report’s application of EBM to GAC for
children and young people is deeply flawed. Our critical analysis reveals significant
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methodological problems in the commissioned systematic reviews and primary re-
search that undermine the validity of the Cass Report’s recommendations. In light
of this, and the Cass Report’s poor understanding of transgender identities and expe-
riences, it is vital the academic community question the integrity and validity of the
Review’s recommendations.

To truly uphold the principles of EBM, future research on GAC must generate high-
quality observational data, involve transgender communities, and prioritise patient-
centred outcomes. This approach ensures the validity, generalisability, and cultural ap-
propriateness of findings. Only by addressing these critical gaps can we ensure that the
healthcare system provides the necessary support and recognition for gender-diverse
youth, aligning with ethical standards and promoting their well-being and autonomy.
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ABSTRACT

Background: In 2020, the UK’s National Health Services (NHS) commissioned an independent
review to provide recommendations for the appropriate treatment for trans children and
young people in its children’s gender services. This review, named the Cass Review, was
published in 2024 and aimed to provide such recommendations based on, among other
sources, the current available literature and an independent research program.

Aim: This commentary seeks to investigate the robustness of the biological and psychosocial
evidence the Review—and the independent research programme through it—provides for its
recommendations.

Results: Several issues with the scientific substantiation are highlighted, calling into question
the robustness of the evidence the Review bases its claims on.

Discussion: As a result, this also calls into question whether the Review is able to provide
the evidence to substantiate its recommendations to deviate from the international standard
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of care for trans children and young people.

Introduction

The Cass Review (2024) is an independent review,
commissioned in 2020 by the UK’ National
Health Services (NHS) to provide recommenda-
tions on children’s gender services. The Review
was commissioned in the context of particular
hostility in the UK toward trans individuals
(Walters et al., 2020), and a high-profile legal case
regarding trans children’s ability to consent to
puberty blockers (de Vries et al., 2021). The
review was written independent of the NHS gen-
der services, and itself commissioned further
independent systematic reviews, performed by
scholars at the University of York. After an interim
report published in 2022, The Review released its
final findings in April 2024. In this final report, it
aims to provide recommendations for a new stan-
dard of care for trans youth in the UK.

One of the central aims of the Cass Review is
the “best available collation of published evi-
dence” (Cass, 2024, p. 52), and based on the col-
lated evidence, provide scientifically substantiated

recommendations. The Cass Review is based on
4key sources, one of which, termed ‘Evidence,
forms the scientific basis of the Review. The evi-
dence consists of a series of independent, peer-
reviewed reviews, commissioned through the
research programme, published in Archives of
Disease in Childhood (Taylor et al., 2024a, 2024b,
2024c, 2024d), supplemented by additional quali-
tative and quantitative research throughout the
Review. Among other topics, the Review discusses
the biological and psychosocial evidence regarding
the development of trans individuals and their
brains, the effects of particular treatments, and
how this may affect recommendations for health-
care for trans children and adolescents. Together,
this evidence is used to substantiate the assertions
which are used to support the key recommenda-
tions of the Review, notably several recommenda-
tions that deviate from the current international
standard of care (SOC) as supported by the World
Professional Association for Transgender Health
(WPATH) (Coleman et al., 2022). As such, it is
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vital that the evidence is of high quality, and that
its collection and collation follows standards of
scientific rigor.

In this commentary, this scientific evidence is
reviewed, particularly focusing on the biological
and psychosocial claims reported in the Review.
The scientific substantiation of assertions in the
sections on understanding the patient cohort and
clinical approaches is examined critically, result-
ing in the finding that the Review shows a num-
ber of issues that together point to a substandard
level of scientific rigor in the Review. As such, it
called in question whether the Review provides
sufficient evidence to substantiate its recommen-
dations to deviate from the international standard
of care for trans children.

Changes in the patient pro le

The Review first aims to understand the demo-
graphics of young people referred to gender ser-
vices. To this end, a systematic review of the
literature was commissioned. Taylor et al. (2024d)
reviewed all English-language studies studying
trans children and adolescents (<18yo) referred
to gender or endocrinology services. The review
includes data on referrals from 2000 until 2019,
with varying coverage of this timeframe depend-
ing on the country. Based on this data, it notes
both a sharp increase in overall referrals—in
particular since 2014—and generally an increase
in the percentage of individuals assigned female
at birth. However, it is not clear whether these
are statistically significant increases and what
trend they follow over time. In addition, as the
authors themselves points out, because of the
low overall numbers in referrals, the ratio
between those assigned female compared to male
at birth tends to jump around for many coun-
tries included in the study (e.g. Scotland, Sweden,
Germany). The authors conclude there is a “two-
fold to threefold increase in the number of refer-
rals to specialist paediatric gender/endocrinology
services over time across countries” (Taylor et al.,
2024d, p. 6). However, it is unclear what time-
frame this refers to specifically, and if this is
based on the data corrected for population size,
nor what the confidence interval is for the cited
numbers.

The Cass Review further relies on a quantita-
tive study of Clinical Practice Research Datalink
(CPRD) data on gender dysphoria in the UK,
which has not (yet) been published in a
peer-reviewed journal, but is detailed in Appendix
5 of the Review (Cass, 2024). In this case, the
authors claim a 100-fold increase, but do not
include the precise numbers (prevalence in 2009
is cited as <0.1%) nor any statistics to support
this claim. Although they provide 95% confidence
intervals in their graphs, it is unclear what is
used as the sample group to calculate these con-
fidence intervals. The study does not discuss
changes in confounds across the timeframe, such
as changes in societal acceptance and diagnostic
criteria across the measured timeframe (2009-
2021), which may explain some of the increases
in prevalence. Lastly, the study does not provide
an introduction detailing previous studies on the
topic, or a conclusion placing the results into the
larger context of the current scientific literature.
Overall the study as written provides too little
information to draw any statistically sound quan-
titative conclusions.

In addition to data about the sex assigned at
birth, Taylor et al. (2024d) also explore the prev-
alence of comorbidities, specifically mental health
disorders. Notably, they wrongly report the inci-
dence of autism spectrum condition (ASC) as
reported by Morandini et al. (2022), writing “[0]
ne study reported data separately for 2012 and
2015 and demonstrated an increase from 1.8% to
15.1%” (Taylor et al., 2024d, p. 5), when the
reported numbers were a non-significant increase
from 13.8% to 15.1% (p= .662) (Morandini et al.,
2022). Besides this study, no consistent
co-occurrence of ASC and gender dysphoria is
reported. In addition, when assessing ASC, two
studies were included that only reported the
scores on Items 9 and 66 on the Teacher’s Report
Form (TRF) (Zucker et al., 2017) or on the CBCL
(VanderLaan et al., 2015), which measure obses-
sions and compulsions. If participants scored
higher than a 0 (scale 0-2) on either behavior,
they were included in the sample of ASC by
Taylor et al. (2024d), along with the studies using
clinical diagnoses. Thus, the conclusions on
co-occurrence between ASC and gender dyspho-
ria are unreliable.
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The review by Taylor et al. (2024d) is used as
a key source in the Cass Review’s discussion on
the prevalence of psychiatric disorders in young
people referred to gender services, noting that
“rates of depression, anxiety and eating disorders
were higher in the gender clinic referred popula-
tion than in the general population” (Cass, 2024,
p. 91). However, as Taylor et al. (2024d) discuss,
this data is based on varying measures. For exam-
ple, across studies depression is measured using
the Child Behavior Checklist (CBCL), DASS-21
(Depression, Anxiety and Stress Scale), DSM-5,
Youth Self Report (YSR), BDI 11 (Beck Depression
Inventory) and prior clinical diagnoses. Similar
conflation of psychometric scales and medical
diagnoses is used across the other psychiatric dis-
orders, as previously also demonstrated was the
case for ASC. The vastly different criteria across
these measures lead to a high variability across
studies, and as such extreme caution should be
taken when interpreting these results.

In further discussion of the prevalence of
psychiatric disorders, the Cass Review claims in
point 530 (p91) that “[i]n Finland
(Kaltiala-Heino et al., 2015; Karvonen et al.,
2022) more than three-quarters of the referred
adolescent population needed specialist child
and adolescent psychiatric support due to prob-
lems other than gender dysphoria, many of
which were severe, predated and were not con-
sidered to be secondary to the gender dyspho-
ria” (Cass, 2024, p. 91). Kaltiala-Heino et al.
(2015) reported 35/47 (74.5%) of the included
participants had prior referrals for psychiatric
treatment. They reported that 68% received
these referrals prior to their first gender dys-
phoria treatment, however, no data is available
about the referral time relative to gender dys-
phoria onset and the relative severity of these
issues. Karvonen et al. (2022) report that 59.1%
of adolescents received a psychiatric diagnosis.
They also explicitly say that these disorders
were not reported prior to gender dysphoria,
and as such no causality can be inferred. Neither
study supports the claim made in the Cass
Report that more than three-quarters were
referred for psychiatric issues other than gender
dysphoria, or that the majority of these were
severe and preceded gender dysphoria onset.
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This section leads to a number of key recom-
mendations (30-42). Notably, recommendation 31
(Cass, 2024, p. 26) states that “[a]lmong referrals
there is a greater complexity of presentation with
high levels of neurodiversity and/or co-occurring
mental health issues and a higher prevalence than
in the general population of adverse childhood
experiences and looked after children. The
increase in referrals and change in case-mix is
also being seen internationally”. As demonstrated
above, this claim is based on weak trends at best,
with no clear support for increase in case-mix or
psychiatric disorders among the population
(Karvonen et al., 2022). The Review further states
in recommendation 35 (Cass, 2024, p.26): “the
exponential change in referrals over a particularly
short five-year timeframe is very much faster
than would be expected for normal evolution of
acceptance of a minority group” It is not clear
what the source is for the claim of an exponential
change, as no trend analysis is performed on the
data in Figure 15 of the Review (Cass, 2024).
There is also no discussion on what the expected
change based on evolution in acceptance would
be, and how this is measured. In fact, in point
7.6 (Cass, 2024, p. 106), the Review reports an
unprecedented evolution in acceptance of non-
binary genders among generation Z, suggesting
the trends around trans acceptance do not follow
a normal evolution of acceptance of a minority
group. Similar observations about an increase in
overall numbers and a difference in the demo-
graphics of adolescents referred to gender services
are also noted in the WPATH’s SOC (Coleman
et al., 2022). However, this document discusses a
number of reasons for these changes, including
underestimation of numbers in previous studies,
and changes to the sociopolitical landscape.
Although some of the reasons are discussed by
Cass (2024) in a later chapter, the Review fails to
engage critically with the literature on this topic,
for example by failing to discuss some of the key
publications cited in the SOC.

Overall, the Review makes claims about trends
in terms of demographics that are weakly sub-
stantiated, with no clear statistical basis for its
quantitative discussion about exponential or two-
to threefold increases. In addition, several sources
are cited that do not support certain assertions,
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most notably those reporting trends in Finland.
Furthermore, the Review shows internal inconsis-
tencies, with seemingly contradictory reports on
expected compared to unprecedented increases in
acceptance of trans individuals. Lastly, despite
difference in the conclusions between the Cass
Review and the current SOC, the Review fails to
critically engage in discussion of causes for such
discrepancies.

Developmental considerations

The Review aims to find a biological basis of
gender dysphoria, starting this section by stating
that “[b]iological sex is determined by sex chro-
mosomes” (Cass, 2024, p. 98). This is an over-
simplification, as in the scientific literature there
is no clear consensus about the exact meaning of
‘biological sex’ (Velocci, 2024). The Review goes
on to discuss three “important ways in which sex
differences are expressed” (Cass, 2024, p. 98):
gender role behaviors, gender identity and sexual
orientation (Babu & Shah, 2021). These three
domains are used by studies looking at the psy-
chosocial development of intersex individuals
specifically, and it is unclear to what extent these
domains would also apply to endosex individuals,
i.e. those whose sex characteristics fit into the
medical criteria of either male or female.

A central discussion point in this section of the
Review relates to brain development. A main ref-
erence for the claims about brain development is a
non-peer-reviewed article (Giedd, 2015). In the
academic literature, the definition of a ‘mature
brain’ is less clear, as the brain continually devel-
ops, grows and shrinks (Somerville, 2016; Tamnes
et al, 2010). To highlight the importance of
puberty and adolescence, the Review discusses the
hypothesis of this time as a ‘critical period’ (Cass,
2024, p. 104), a theory put forward by Larsen and
Luna (2018). However, while it seems the Review
uses this term in its more colloquial meaning, the
authors refer to a specific neurobiological phe-
nomenon: a critical period is a time of increased
plasticity when the neuronal network and its indi-
vidual parts are particularly sensitive to incoming
stimuli (Dehorter & Del Pino, 2020). In this mean-
ing, there’s not necessarily a clear link between
brain maturation and the occurrence of a critical

period during adolescence, nor is there clear con-
sensus on the effect of hormones on neural cir-
cuits during a critical period. The only clear
conclusion is—as the Cass Review rightfully
notes—that more work is needed to understand
these complex neurobiological interactions.

In summary, although puberty and adolescence
are key times for brain development, claims about
brain maturation are not as black-and-white as
the Review posits. Additionally, the question as to
how brain maturation should advise legal policies
is a far-reaching one, beyond the scope of both
this commentary and arguably the Cass Review,
and should be considered with extreme caution
(Somerville, 2016; Steinberg, 2009a, 2009b). The
Cass Review provides insufficient evidence to
claim that brain maturation should be a reason
to prohibit or restrict gender care for children
and adolescents, especially in the face of these
far-reaching legal consequences for such a claim.

Growing up in the 2000s

Next, the Review discusses the societal back-
ground against which the current generation of
trans children are growing up. A set of key points
(7.16-7.20) poses a possible link between increased
availability of sexually explicit materials and gen-
der dysphoria, based on an article by Nadrowski
(2024).r This article does not contain any pri-
mary research, but rather poses a yet untested
theory. Indeed, the article itself notes that “no
studies have yet directly linked exposure to por-
nography with gender dysphoria” (Nadrowski,
2024, p. 294). The argument in the Nadrowski
paper is not supported by data, and as the only
source, is not sufficient to suggest a link between
pornography and gender dysphoria.

In point 7.28, the Review states that “[t]he
increase in presentations to gender clinics has to
some degree paralleled this deterioration in child
and adolescent mental health” (Cass, 2024,
p. 111), based solely on the fact that both have
gone up in recent years. The Review seems to
imply causation here, but since the causes of
these increases is poorly understood, it is highly
possible either a confound is present that would
explain both increases, or that an increased num-
ber of children with gender dysphoria is impacted
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by societal pressure and hostility, leading to the
increase in mental health problems. Indeed, the
WPATH SOC stresses the effects of this “minority
stress” on trans individuals in particular (Testa
et al., 2015), leading to mental health disparities
(Coleman et al., 2022), which is dismissed by
Cass (2024) in point 8.41 and 8.42 without clear
reason. The Cass Review further state that “[m]
any young people with gender dysphoria are pre-
senting with combinations of the above condi-
tions” (Cass, 2024, p.112). No source is given for
this statement here, so it is unclear how this
compares to the overall population, and whether
and statistically significant trends are present.

Overall, although this section discusses a num-
ber of important societal developments that may
increasingly impact young people, it fails to
engage critical with established theories on causes
of mental health issues in trans youth, in partic-
ular the effects of minority stress. In addition the
Review fails to provide any concrete evidence of
causal links between the societal factors affecting
the younger generation they discuss and increases
in gender dysphoria.

Possible factors in uencing the change in
patient pro le

In exploring the factors causing changes in patient
profiles, the Review asserts that “[fJor many cen-
turies transgender people have been predomi-
nantly trans females” (Cass, 2024, p. 114). It is
unclear what evidence supports this statement.
Studying the prevalence of transgender people
and their identity has been made difficult by the
continued criminalization of trans identities and
the destruction of historical materials, for exam-
ple when the Institut fir Sexualwissenschaft was
destroyed in Nazi Germany (Aghi et al., 2024).
Despite this, many accounts of ‘women’ living as
men, who may call themselves transmasculine or
trans men in today’s world, have been reported
across history (Hager, 2018; Skidmore, 2017). In
addition, genders outside of the strict binary have
historically exists, and still do, across the world,
such the wvarious gender identities within
Indigenous nations in North America (Robinson,
2019). The assumption that trans history was
dominated by trans women primes the idea of a

INTERNATIONAL JOURNAL OF TRANSGENDER HEALTH e 5

shifting patient profile, but there is no evidence
to support this assertion.

In its discussion of the effects of hormone
exposure on brain structure, the Review cites
Ristori et al. (2020), to support the statement that
“[t]here is evidence that masculinizing/feminizing
hormone treatments alter brain structure” (Cass,
2024, p. 116). Within the paper by Ristori et al.
(2020), three primary sources are cited for this
claim (Pol et al, 2006; Rametti et al., 2012,
Zubiaurre-Elorza et al., 2014). These studies into
the effect of cross-sex hormones on the brains of
trans individuals—all performed on cohorts with
an average age of 25-30, not during puberty—
indeed show changes in volume, cortical thick-
ness, and white matter structure after hormone
treatment. However, one should consider that
brain structure naturally changes over time, and
may be affected by endogenous hormones as well.
Therefore, a proper matched control—which
matches both in overall hormone levels and
demographics—would be needed to conclusively
say that masculinizing or feminizing hormone
treatments alter brain structure.

Two of the three studies (Rametti et al., 2012;
Zubiaurre-Elorza et al., 2014) discussed by Ristori
et al. (2020) report differences in brain structure
in trans individuals prior to the onset of hor-
mone treatment. Indeed, the review later (point
8.19) cites Mueller et al. (2021), who also find
differences between (non-hormonally treated)
trans and cis individuals. The Review dismisses
this paper saying it claims the “equivalent to sug-
gesting that all neurodiverse people had the same
unique brain” (Cass, 2024, p. 116). However, this
is a misinterpretation of the claims by Mueller
et al. (2021), who argue that the overall patterns
of anatomy are statistically different between the
four different groups (trans and cis men and
women), rather than falling into two categories of
‘male’ and ‘female’ Having dismissed this study,
the Review claims “research in this area has not
reliably identified brain changes directly linked to
gender incongruence” (Cass, 2024, p. 116).
Although a thorough review is needed to deter-
mine how reliable these brain changes are, three
independent studies, two of which are primary
sources to support another statement, show evi-
dence of changes linked to gender incongruence,
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suggesting there is evidence available that people
with gender dysphoria show differences in their
brain structure.

In point 8.14, the Review cites Karamanis et al.
(2022) as a large register-based population study,
to show that trans identity is mainly determined
by environmental factors, rather than having a
genetic basis. However, this study included only
67 twins, and as such is much smaller than the
numerous other studies (Alanko et al., 2010;
Bailey et al., 2000; Burri et al., 2011; Sasaki et al.,
2016; Van Beijsterveldt et al., 2006) which did
find support for heritability of trans identity. The
Review does not discuss or cite any of these other
studies, or explain why the Karamanis study was
determined to be the most relevant. The Review
argues that this study gives more credence to the
idea of sex hormone exposure in the womb caus-
ing gender dysphoria. However, given the numer-
ous contradictory findings in the literature, this
single study does not provide sufficient evidence
to give due credence.

Next, the Review poses that “ACEs [Adverse
Childhood Events] are a predisposing factor”
(8.40) for gender dysphoria (Cass, 2024, p.119).
Although Taylor et al. (2024d) report incidences
of ACEs in trans youth, they do not provide evi-
dence of it being a predisposing factor. Similarly,
Di Ceglie (2002) reports incidences, but fails to
include a control group, thus making it unclear
whether the prevalence in trans individuals is sig-
nificantly increased. Neither study is able to prove
causality, as by the time of the assessment, the
individuals had already presented with gender
dysphoria. It is therefore possible that the ACEs
are a consequence of gender dysphoria (e.g. when
a child starts presenting gender divergent behav-
ior, this may cause the parent to start abusing the
child). To assert that something is a predisposing
factor, a causal relationship should be demonstra-
ble, which is not the case with ACEs and gender
dysphoria.

Overall, this section discussing possible factors
which have influenced the patient profile shows
several issues in providing evidence to substanti-
ate its claims. For several key assertion, single
studies are cited when a wealth of contradictory
studies are available, showing a lack of balanced
consideration of the literature. This calls into

question the robustness of the listed conclusions
of this section (8.52-8.62), and any recommenda-
tions the Review makes based on these.

Clinical approach & clinical management

The section on clinical approach and clinical
management discusses current practices for the
treatment of trans youth, which is outside of the
scope of this commentary. However, two key rec-
ommendations depend on scientific evidence:
administration of puberty blockers and hormone
therapy. The Review recommends the provision of
puberty blockers only under a research protocol,
which contradicts the WPATH SOC, which rec-
ommends puberty blockers for any adolescent
who meets the outlined criteria and who has
reached Tanner stage 2. The Review argues not
enough evidence is available to justify the use of
puberty blockers, given the risks perceived by the
writers. Cass (2024) further recommends a mini-
mum age of 18 for the administration of hormone
therapy, whereas the WPATH SOC does not indi-
cate a minimum age, but argues providing hor-
mone therapy prior to the previous recommended
age of 16 may be beneficial. The recommenda-
tions in the Cass Review are largely based on two
commissioned reviews (Taylor et al., 2024g;
2024b), discussed below, as well as supplemental
literature cited throughout the Review.

Taylor et al. (2024a) identified 50 papers of the
effects of puberty blockers on physiological, psy-
chosocial, gender dysphoria and physical health
outcomes. Only one cross-sectional study was
marked as high-quality, and 25 as moderate-quality,
the remaining studies were excluded from analysis.
Although the authors argue no clear conclusions
could be drawn about psychosocial outcomes, of
the four studies included, none showed negative
effects within the first year. The only study show-
ing decreased cognitive functioning, was poten-
tially confounded by other treatments (such as
cross-sex hormones). However, despite finding
mixed results for height outcome—uwith three out
of seven studies seeing no decrease in growth—the
authors do conclude based on this evidence that
“gains in height may lag behind that seen in other
adolescents” (Taylor et al., 2024a, p. 12). This con-
clusion is subsequently listed in the Review as a
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risk of puberty blockers (point 14.43). However,
the Review contradicts this finding itself, reporting
in point 14.32 that “[e]vidence to date suggests
that puberty blockers [does not] lead to substan-
tially reduced adult height in transgender females”
(Cass, 2024, p. 177). It is unclear based on what
standards of proof either claim is made, and why
two contradictory assertions are made within
the Review.

When further discussing the results reported
by Taylor, Mitchell, Hall, Heathcote, et al., the
Review notes that vaginoplasty may be more dif-
ficult in trans women treated earlier in puberty
with puberty blockers (14.41), which was reported
in at least two studies (Lee et al., 2023; van de
Grift et al., 2020). However, both studies note
that those assigned female at birth are less likely
to require a mastectomy, and if they do the sur-
gery is less invasive, when they receive puberty
suppression earlier. This is not discussed in the
Review, and not considered in its recommenda-
tions on when to start puberty blockers for these
individuals.

In a second review by Taylor et al. (2024b) 53
studies on hormone treatment were analyzed,
with again only one marked as high-quality.
Overall, the review surmises that no conclusions
can be drawn regarding the effects of hormone
treatment, due to inconsistent evidence and lack
of quality of the studies, which is reported in the
Cass Review. However, in a prior point arguing
against the use of puberty blockers in trans men
(14.56), the Review argues that “transgender
males masculinize well on testosterone” (Cass,
2024, p. 180), which is in direct contradiction
with this previous conclusion. Taylor et al. (2024b)
further concluded there was no clear effect of
hormone treatment on suicidality in trans indi-
viduals, despite three out of four papers showing
a reduction in suicidality after hormone treat-
ment. In addition to the papers included in this
review, which examined studies up to April 2022,
the Cass Review discusses several papers showing
a reduction in suicidality (15.36-15.43), but—Iike
Taylor et al. (2024b)—concludes the results to be
too inconsistent.

Overall, the Cass Review generally cautions
against drawing any conclusions about the posi-
tive effects of puberty blockers and hormone
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treatments, for example regarding improvements
in psychosocial outcomes and suicidality. However,
based on the same studies and similar quality
evidence, the Review cautions against the poten-
tial negative outcomes, such as the effect of
puberty blockers on adult height or vaginoplasty
outcomes. Across the topics of puberty blockers
and hormone treatment, neither the Cass review,
or the commissioned reviews, give a clear defini-
tion of when results are deemed too inconsistent.
Indeed, it seems like varying thresholds are
employed throughout the texts. Ultimately Cass
(2024) provides the recommendations of pre-
scribing puberty blockers only on a research pro-
tocol, and not providing hormone therapy before
the age of 18, which both critically deviate from
the current SOC. This difference in recommenda-
tion seems to stem from the risks perceived by
Cass (2024), which, as shown, are poorly evi-
denced, and are not of sufficient quality to war-
rant deviation from the SOC.

Detransition

Within the context of hormone treatment, the
Review discusses detransitioners, people who
have transitioned previously, but reverted to the
gender matching their sex assigned at birth. In
discussing the reasons for detransitioning, a main
source cited is a study by Littman (2021). Notably,
Littman previously published a study on gender
dysphoria in adolescents (Littman, 2018). This
study was subsequently widely criticized for its
flawed methodology (Ashley, 2020; Restar, 2020),
leading to a substantial correction of the original
manuscript  (Littman, 2019). Littmans work
should therefore be considered with increased
scrutiny, in particular regarding whether the
methodology used to obtain the results is robust.
Indeed, the cited study (Littman, 2021), as well as
the second study cited in the Review
(Vandenbussche, 2022) while discussing reasons
for detransitioning, has similar methodological
issues to the previous study: potentially biased
recruitment practices. In both studies, partici-
pants were particularly recruited from online
detransition-related groups, potentially artificially
inflating the number of people with negative
views about transitioning and gender affirmative
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care. These studies found that realizing their gen-
der dysphoria had other causes was the main rea-
son for detransitioning. In contrast, Turban et al.
(2021) recruited participants from a large cohort
of people who had filled out the Transgender
Survey, and found that the most prominent rea-
sons of detransitioning was pressure from parents
or societal pressures. This study may also include
a recruitment bias, for example, detransitioners
may no longer identify as transgender, and there-
fore not fill out the Transgender Survey. However,
given the issues with the two referenced studies,
it would be appropriate to additionally discuss
this much larger study to provide a balanced
overview of the literature. In failing to do so, the
Cass Review presents a flawed and unbalanced
view, leading to potentially misrepresenting the
major causes of detransition, and as such the
type of support this population benefits from
most. In particular, the Review posits other issues
causing the gender dysphoria as the main cause
for detransitioning, priming the recommendation
that treating other issues—such as mental health
issues—prior to providing gender-affirming care
may reduce detransition rates. However, this rec-
ommendation would not be appropriate based on
the reasons reported by Turban et al. (2021), who
find external factors to be the major cause for
detransitioning. In this case, increasing support
and acceptance, both clinical and societal, is likely
more effective at reducing detransitioning rates,
and focussing on other issues prior to gender-
affirming care may ultimately lead to worse clin-
ical outcomes.

Discussion

Overall, this commentary highlights numerous of
issues with the scientific substantiation of the bio-
logical and psychosocial claims made by the Cass
Review. Where quantitative data is referenced or
included, statistical measures are missing for claims
about trends and differences between groups. In
addition, in several claims a balanced discussion of
the available literature lacks, and varying standards
for quality of evidence are used throughout the
Review. In addition, the Review makes a number of
contradictory assertions. These issues point toward
poor scientific rigor in the evidence collation and

dissemination, leading to potentially wrong conclu-
sions and recommendations.

Although the current commentary focuses on
the biological and psychosocial evidence pre-
sented in the Cass Review, other issues with the
Review and its process have previously been
raised (Horton, 2024). This article raises a num-
ber of similar concerns discussed here, in partic-
ular inconsistent standards of evidence. However,
further concerns regarding prejudice and a cis-
normative bias are also examined. Although sci-
ence claims to be fully impartial, it never exists
in a vacuum, and the confounding factors dis-
cussed by Horton should be considered carefully
when interpreting the Review.

One of the central recommendations of the
Review is the discontinuation of puberty blockers
as standard practice for trans children within the
NHS. As this is in direct conflict with long-standing
international standards of care (Taylor et al.,
2024c), it would be expected this recommenda-
tion is supported by substantial question about its
positive effects of puberty blockers, and/or over-
whelming evidence of their adverse effects. Such
evidence is not presented in the Cass Review.
Similarly, the Review argues there is insufficient
evidence of long-term positive effects of hormone
treatment in adolescents, recommending against
early treatments, again directly contradicting
international standards, and the large number of
studies used to develop these standards.

All in all, this commentary raises numerous
concerns regarding the biological and psychoso-
cial evidence in the Cass Review. These concerns
include inferring trends and causality about
demographic trends and comorbidities within sta-
tistical substantiation, misrepresenting results
from the literature, varying thresholds for the
inclusion of studies and using unbalanced evi-
dence or references to make one-sided claims.
Together, these concerns call into question
whether the Review is able to provide sufficient
evidence to substantiate its recommendations to
deviate from WPATH’ international standard of
care for trans children (Coleman et al., 2022).

Note
1.  [Ossiudy is cited in the Review as Nadrowski (2023).



Case 2:22-cv-00184-LCB-CWB Document 629-7 Filed 07/01/24 Page 79 of 81

Acknowledgments

The author wishes to thank Dr. Alison Barker for providing
feedback on an earlier version of this manuscript and gen-
eral support, and Dr. Quinnehtukqut McLamore, Dr. Alex
Southgate, Dr. Margaret White and Victoria Simpson for
helpful discussions.

Disclosure statement

No potential con[ict of interest was reported by the author(s).

Funding

[Ceaidthor(s) reported there is no funding associated with
the work featured in this article.

ORCID

D. M. Grijseels http://orcid.org/0000-0002-3822-5323

References

Aghi, K., Anderson, B. M., Castellano, B. M., Cunningham,
A., Delano, M., Dickinson, E. S., von Diezmann, L.,
Forslund-Startceva, S. K., Grijseels, D. M., Groh, S. S.,
Guthman, E. M., lJayasinghe, I., Johnston, J, Long, S,
McLaughlin, J. F, McLaughlin, M., Miyagi, M., Rajaraman,
B., Sancheznieto, F, ... Weinberg, Z. Y. (2024). Rigorous
science demands support of transgender scientists. Cell,
187(6), 1327-1334. https://doi.org/10.1016/j.cell.2024.02.021

Alanko, K., Santtila, P, Harlaar, N., Witting, K., Varjonen, M.,
Jern, P, Johansson, A., von der Pahlen, B., & Sandnabba,
N. K. (2010). Common genetic elecks of gender atypical
behavior in childhood and sexual orientation in adulthood:
A study of Finnish twins. Archives of Sexual Behavior,
39(1), 81-92. https://doi.org/10.1007/s10508-008-9457-3

Ashley, F. (2020). A critical commentary on ‘rapid-onset
gender dysphoria. [e_Sbciological Review, 68(4), 779—
799. https://doi.org/10.1177/0038026120934693

Babu, R., & Shah, U. (2021). Gender identity disorder (GID)
in adolescents and adults with dil[erences of sex develop-
ment (DSD): A systematic review and meta-analysis.
Journal of Pediatric Urology, 17(1), 39-47. https://doi.
0rg/10.1016/j.jpurol.2020.11.017

Bailey, J. M., Dunne, M. P, & Martin, N. G. (2000). Genetic
and environmental in[ugnces on sexual orientation and
its correlates in an Australian twin sample. Journal of
Personality and Social Psychology, 78(3), 524-536. https://
doi.org/10.1037/0022-3514.78.3.524

Burri, A., Cherkas, L., Spector, T., & Rahman, Q. (2011).
Genetic and environmental in[ugnces on female sexual
orientation, childhood gender typicality and adult gender
identity. PloS One, 6(7), €21982. https://doi.org/10.1371/
journal.pone.0021982

INTERNATIONAL JOURNAL OF TRANSGENDER HEALTH 9

Cass, H. (2024). [Ce_Chss Review. https://cass.independent-
review.uk/home/publications/ [nal-report/

Coleman, E., Radix, A. E., Bouman, W. P, Brown, G. R., de
Vries, A. L. C., Deutsch, M. B., Ettner, R., Fraser, L.,
Goodman, M., Green, J., Hancock, A. B., Johnson, T. W,
Karasic, D. H., Knudson, G. A., Leibowitz, S. F,
Meyer-Bahlburg, H. F. L., Monstrey, S. J., Motmans, J.,
Nahata, L., ... Arcelus, J. (2022). Standards of care for the
health of transgender and gender diverse people, version
8. International Journal of Transgender Health, 23(Suppl 1),
$1-S259. https://doi.org/10.1080/26895269.2022.2100644

de Vries, A. L., Richards, C., Tishelman, A. C., Motmans, J.,
Hannema, S. E., Green, J,, & Rosenthal, S. M. (2021). Bell
v Tavistock and Portman NHS Foundation Trust [2020]
EWHC 3274: Weighing current knowledge and uncertain-
ties in decisions about gender-related treatment for trans-
gender adolescents. International Journal of Transgender
Health, 22(3), 217-224. https://doi.org/10.1080/26895269.20
21.1904330

Dehorter, N., & Del Pino, I. (2020). Shiiny developmental
trajectories during critical periods of brain formation.
Frontiers in Cellular Neuroscience, 14, 283. https://doi.
0rg/10.3389/fncel.2020.00283

Di Ceglie, D., Freedman, D., McPherson, S., & Richardson,
P. (2002). Children and adolescents referred to a special-
ist gender identity development service: Clinical features
and demographic characteristics. International Journal of
Transgenderism, 6(1), 97-103.

Giedd, J. N. (2015). [e_amazing teen brain. Scientilc]
American,  312(6), 32-37.  https://doi.org/10.1038/
scienti [cdmerican0615-32

Hager, L. (2018). A case for a trans studies turn in Victorian
studies. Victorian Review, 44(1), 37-54. https://doi.
0rg/10.1353/vcr.2018.0008

Horton, C. (2024). e Chss review: Cis-supremacy in the
UK’ approach to healthcare for trans children.
International Journal of Transgender Health, 1-25. Advance
online publication. https://doi.org/10.1080/26895269.2024.
2328249

Kaltiala-Heino, R., Sumia, M., Tyoljarvi, M., & Lindberg,
N. (2015). Two years of gender identity service for mi-
nors: Overrepresentation of natal girls with severe prob-
lems in adolescent development. Child and Adolescent
Psychiatry and Mental Health, 9(1), 9. https://doi.
0rg/10.1186/513034-015-0042-y

Karamanis, G., Karalexi, M., White, R., Frisell, T., Isaksson,
J., Skalkidou, A., & Papadopoulos, F. C. (2022). Gender
dysphoria in twins: A register-based population study.
Scienti [c1Reports, 12(1), 13439. https://doi.org/10.1038/
541598-022-17749-0

Karvonen, M., Karukivi, M., Kronstrom, K., & Kaltiala, R.
(2022). [e_dature of co-morbid psychopathology in
adolescents with gender dysphoria. Psychiatry Research,
317, 114896. https://doi.org/10.1016/j.psychres.2022.114896

Larsen, B., & Luna, B. (2018). Adolescence as a neurobio-
logical critical period for the development of higher-order



Case 2:22-cv-00184-LCB-CWB Document 629-7 Filed 07/01/24 Page 80 of 81

10 e D. M. GRIJSEELS

cognition. Neuroscience & Biobehavioral Reviews, 94, 179—
195. https://doi.org/10.1016/j.neubiorev.2018.09.005

Lee, W. G., Butler, G., Carmichael, P, Rashid, T., Yasmin,
E., Morley, R., Barrett, J., Christopher, N., & Sangster, P.
(2023). Urological and gynaecological considerations for
the use of gonadotropin-releasing hormone analogues in
transgender and nonbinary adolescents: A narrative re-
view. European Urology Focus, 9(1), 35-41. https://doi.
0rg/10.1016/j.euf.2022.11.002

Littman, L. (2018). Rapid-onset gender dysphoria in ado-
lescents and young adults: A study of parental reports.
PloS One, 13(8), €0202330. https://doi.org/10.1371/jour-
nal.pone.0202330

Littman, L. (2019). Correction: Parent reports of adolescents
and young adults perceived to show signs of a rapid on-
set of gender dysphoria. PloS One, 14(3), e0214157.
https://doi.org/10.1371/journal.pone.0214157

Littman, L. (2021). Individuals treated for gender dysphoria
with medical and/or surgical transition who subsequently
detransitioned: A survey of 100 detransitioners. Archives
of Sexual Behavior, 50(8), 3353-3369. https://doi.
0rg/10.1007/s10508-021-02163-w

Morandini, J. S., Kelly, A., de Graaf, N. M., Carmichael, P,
& Dar-Nimrod, 1. (2022). ShilsJdin demographics and
mental health co-morbidities among gender dysphoric
youth referred to a specialist gender dysphoria service.
Clinical Child Psychology and Psychiatry, 27(2), 480-491.
https://doi.org/10.1177/13591045211046813

Mueller, S. C., Guillamon, A., Zubiaurre-Elorza, L., Junque,
C., Gomez-Gil, E., Uribe, C., Khorashad, B. S., Khazai,
B., Talaei, A., Habel, U., Votinov, M., Derntl, B.,
Lanzenberger, R., Seiger, R., Kranz, G. S., Kreukels, B. P.
C., Kettenis, P. T. C,, Burke, S. M., Lambalk, N. B, ...
Luders, E. (2021). [e_deuroanatomy of transgender
identity: Mega-analytic [ndings from the ENIGMA
transgender persons working group. [e _Jburnal of
Sexual  Medicine, 18(6), 1122-1129. https://doi.
0rg/10.1016/j.jsxm.2021.03.079

Nadrowski, K. (2024). A new [ight from womanhood? [e 1

importance of working through experiences related to ex-
posure to pornographic content in girls aledted by gen-
der dysphoria. Journal of Sex & Marital [erafy, 50(3),
293-302. https://doi.org/10.1080/0092623X.2023.2276149
Pol, H. E. H., Cohen-Kettenis, P. T., Van Haren, N. E.,
Peper, J. S., Brans, R. G., Cahn, W, Schnack, H. G,
Gooren, L. J, & Kahn, R. S. (2006). Changing your sex
changes your brain: In[uénces of testosterone and estro-
gen on adult human brain structure. European Journal of

Endocrinology, 155(suppl_1), S107-S114. https://doi.
0rg/10.1530/eje.1.02248
Rametti, G., Carrillo, B., Gémez-Gil, E., Junque, C.,

Zubiaurre-Elorza, L., Segovia, S., Gomez, A., Karadi, K.,
& Guillamon, A. (2012). Eledts of androgenization on
the white matter microstructure of female-to-male trans-
sexuals. A di [udion tensor imaging study. Psychoneuroendo-
crinology, 37(8), 1261-1269. https://doi.org/10.1016/j.
psyneuen.2011.12.019

Restar, A. J. (2020). Methodological critique of Littman’s
(2018) parental-respondents accounts of “rapid-onset gen-
der dysphoria. Archives of Sexual Behavior, 49(1), 61-66.
https://doi.org/10.1007/s10508-019-1453-2

Ristori, J., Cocchetti, C., Romani, A., Mazzoli, F, Vignozzi,
L., Maggi, M., & Fisher, A. D. (2020). Brain sex di [erknc-
es related to gender identity development: Genes or hor-
mones? International Journal of Molecular Sciences, 21(6),
2123. https://doi.org/10.3390/ijms21062123

Robinson, M. (2019). Two-spirit identity in a time of gen-
der [uidity. Journal of Homosexuality, 67(12), 1675-1690.
https://doi.org/10.1080/00918369.2019.1613853

Sasaki, S., Ozaki, K., Yamagata, S., Takahashi, Y., Shikishima,
C., Kornacki, T., Nonaka, K., & Ando, J. (2016). Genetic
and environmental in[uénces on traits of gender identity
disorder: A study of Japanese twins across developmental
stages. Archives of Sexual Behavior, 45(7), 1681-1695.
https://doi.org/10.1007/s10508-016-0821-4

Skidmore, E. (2017). True sex: [eiles of trans men at the
turn of the twentieth century. In True sex. New York
University Press.

Somerville, L. H. (2016). Searching for signatures of brain
maturity: What are we searching for? Neuron, 92(6),
1164-1167. https://doi.org/10.1016/j.neuron.2016.10.059

Steinberg, L. (2009a). Adolescent development and juvenile
justice. Annual Review of Clinical Psychology, 5(1), 459—
485. https://doi.org/10.1146/annurev.clinpsy.032408.153603

Steinberg, L. (2009b). Should the science of adolescent brain
development inform public policy? [e—TAmerican
Psychologist, 64(8), 739-750. https://doi.org/10.103
7/0003-066X.64.8.739

Tamnes, C. K., @stby, Y., Fell, A. M., Westlye, L. T,
Due-Tennessen, P, & Walhovd, K. B. (2010). Brain matura-
tion in adolescence and young adulthood: Regional
age-related changes in cortical thickness and white matter
volume and microstructure. Cerebral Cortex, 20(3), 534-548.
https://doi.org/10.1093/cercor/bhp118

Taylor, J., Mitchell, A., Hall, R., Heathcote, C., Langton, T.,
Fraser, L., & Hewitt, C. E. (2024a). Interventions to sup-
press puberty in adolescents experiencing gender dyspho-
ria or incongruence: A systematic review. Archives of
Disease in Childhood. Advance online publication. https://
doi.org/10.1136/archdischild-2023-326112

Taylor, J., Mitchell, A., Hall, R., Langton, T., Fraser, L., &
Hewitt, C. E. (2024b). Masculinising and feminising hor-
mone interventions for adolescents experiencing gender
dysphoria or incongruence: A systematic review. Archives
of Disease in Childhood. Advance online publication.
https://doi.org/10.1136/archdischild-2023-326112

Taylor, J., Hall, R., Heathcote, C., Hewitt, C. E., Langton, T., &
Fraser, L. (2024c). Clinical guidelines for children and ado-
lescents experiencing gender dysphoria or incongruence:
A systematic review of guideline quality (part 1). Archives of
Disease in Childhood. Advance online publication. https://
doi.org/10.1136/archdischild-2023-326499

Taylor, J,, Hall, R., Langton, T., Fraser, L., & Hewitt, C. E.
(2024d). Characteristics of children and adolescents re-



Case 2:22-cv-00184-LCB-CWB Document 629-7 Filed 07/01/24 Page 81 of 81

ferred to specialist gender services: A systematic review.
Archives of Disease in Childhood. Advance online publica-
tion. https://doi.org/10.1136/archdischild-2023-326681

Testa, R. J.,, Habarth, J., Peta, J., Balsam, K., & Bockting, W.
(2015). Development of the gender minority stress and
resilience measure. Psychology of Sexual Orientation and
Gender Diversity, 2(1), 65-77. https://doi.org/10.1037/
$gd0000081

Turban, J. L, Loo, S. S., Almazan, A. N., & Keuroghlian, A.
S. (2021). Factors leading to “detransition” among trans-
gender and gender diverse people in the United States: A
mixed-methods analysis. LGBT Health, 8(4), 273-280.
https://doi.org/10.1089/1gbt.2020.0437

Van Beijsterveldt, C., Hudziak, J. J, & Boomsma, D. I.
(2006). Genetic and environmental in[ugnces on
cross-gender behavior and relation to behavior problems:
A study of Dutch twins at ages 7 and 10 years. Archives
of Sexual Behavior, 35(6), 647—658. https://doi.org/10.1007/
$10508-006-9072-0

van de GriLI. C, van Gelder, Z. J, Mullender, M. G,
Steensma, T. D., de Vries, A. L., & Bouman, M.-B. (2020).
Timing of puberty suppression and surgical options for
transgender youth. Pediatrics, 146(5), Article e20193653.
https://doi.org/10.1542/peds.2019-3653

Vandenbussche, E. (2022). Detransition-related needs and
support: A cross-sectional online survey. Journal of

INTERNATIONAL JOURNAL OF TRANSGENDER HEALTH 11

Homosexuality, 69(9), 1602-1620. https://doi.org/10.1080/
00918369.2021.1919479

VanderLaan, D. P, Postema, L., Wood, H., Singh, D., Fantus, S.,
Hyun, J, Leef, J, Bradley, S. J, & Zucker, K. J. (2015). Do
children with gender dysphoria have intense/obsessional in-
terests? Journal of Sex Research, 52(2), 213-219. https://doi.or
0/10.1080/00224499.2013.860073

Velocci, B. (2024). [e history of sex research: Is “sex” a
useful category? Cell, 187(6), 1343-1346. https://doi.
0rg/10.1016/j.cell.2024.02.001

Walters, M. A., Paterson, J., Brown, R., & McDonnell, L.
(2020). Hate crimes against trans people: Assessing emo-
tions, behaviors, and attitudes toward criminal justice
agencies. Journal of Interpersonal Violence, 35(21-22),
4583-4613. https://doi.org/10.1177/0886260517715026

Zubiaurre-Elorza, L., Junque, C., GOmez-Gil, E., &
Guillamon, A. (2014). E[edts of cross-sex hormone treat-

ment on cortical thickness in transsexual individuals. [Ce—1

Journal of Sexual Medicine, 11(5), 1248-1261. https://doi.
0rg/10.1111/jsm.12491

Zucker, K. J, Nabbijohn, A. N., Santarossa, A., Wood, H.
Bradley, S. J, Matthews, J, & VanderLaan, D. P. (2017).
Intense/obsessional interests in children with gender dyspho-
ria. A cross-validation study using the Teachers Report
Form. Child and Adolescent Psychiatry and Mental Health,
11(1), 51. https://doi.org/10.1186/s13034-017-0189-9



	EXHIBIT A
	McNamara Supplemental Affidavit_FINAL

