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Abstract 

Background The Cass Review aimed to provide recommendations for the delivery of services for gender diverse 
children and young people in England. The final product of this project, the Cass report, relied on commissioned 
research output, including quantitative and qualitative primary research as well as seven systematic reviews, to inform 
its recommendations and conclusions.

Methods We critically evaluated the Cass report and the research that was commissioned to inform it. To evalu-
ate the Risk of Bias within the seven systematic reviews commissioned by the Cass Review, we applied the ROBIS 
tool – a domain-based assessment of risk of bias within systematic reviews. It focuses on four domains (i) study 
eligibility criteria, (ii) identification and selection of studies, (iii) data collection and study appraisal, and (iv) synthesis 
and findings. To maintain rigour, the ROBIS tool was applied to each systematic review by two independent assessors, 
within Covidence, with conflicts resolved by an additional two independent assessors. We also conducted a detailed 
critical evaluation of the methods used in the survey of gender services for young people in Europe, the two quantita-
tive studies of health records, and the qualitative study on the experience of gender dysphoria among young people 
and the claims made in the Cass report based on these studies.

Results Using the ROBIS tool, we identified a high risk of bias in each of the systematic reviews driven by unex-
plained 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 meth-
odological flaws and unsubstantiated 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.

Conclusions We discuss these issues in relation to how evidence regarding gender affirming care is framed, 
the wider political context, and the future for gender affirming care. The Cass report’s recommendations, given its 
methodological flaws and misrepresentation of evidence, warrant critical scrutiny to ensure ethical and effective sup-
port for gender-diverse youth.
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Background
“The Cass Review” [1] was commissioned by National 
Health Service (NHS) England and NHS Improvement 
“to make recommendations on the services provided to 
children and young people who are exploring their gen-
der identity or experiencing gender incongruence” [2, 
3]. The Cass Review (formally the “Independent Review 
of Gender Identity Services for Children and Young Peo-
ple”) and its interim components received widespread 
international attention throughout the four years during 
which the process took place (2020–2024), during which 
time the NHS closed its Gender Identity Development 
Services (GIDS) to be replaced with regional centres on 
the advice of the Cass Review’s 2022 Interim Report [4].

The final report (“the Cass report”) generated by the 
review was informed by (i) seven systematic reviews, (ii) 
a survey of gender services for young people in Europe, 
(iii) two quantitative studies of health records, and (iv) 
a qualitative study on the experience of gender dyspho-
ria among young people. The commissioned survey of 
gender services [5] and reviews were published as open-
access articles in the British Medical Journal’s (BMJ) 
Archives of Disease in Childhood [6–13]. The other pri-
mary research was published within the Cass report but 
has not yet been published in any peer-reviewed journal.

On March 12th, 2024, the first response to the final 
Cass report from the NHS was to change its interim ser-
vice specification for specialist gender dysphoria services 
for children and young people to reflect “the NHS pol-
icy position that puberty suppressing hormones are not 
available to children and young people for gender incon-
gruence / gender dysphoria because there is not sufficient 
evidence of safety and clinical effectiveness” [14]. Follow-
ing this, the then Conservative government introduced 
an “emergency ban” on the prescription of puberty block-
ers to under-18 s on May 29th, 2024, just before parlia-
ment was dissolved ahead of a general election, citing the 
Cass report as justification. Since then, circumstances 
surrounding its implementation in the UK have evolved 
further. The health secretary in the subsequent Labour 
government indicated that the puberty blocker ban 
would be made permanent [15], and legal efforts to over-
turn it have failed [16]. In response to rising concerns and 
the ban of puberty blockers the British Medical Asso-
ciation (BMA) released a statement citing a pre-print 
of our methodological critique of the Cass report [17] 
and a report by the Integrity Project at Yale Law School 
[18]. The statement explained that, following a Council 
vote, the BMA now intends to undertake an independ-
ent evaluation of the Cass report with a special focus on 
the methodology that underpin it [19]. Despite concerns 
raised in the BMJ about this action [20], there appears to 
be an increasing desire in the UK and internationally to 

examine the Cass report and critically consider how it 
should be guiding policies for transgender healthcare.

In this paper, we report our critique of the methodolo-
gies used to synthesise and generate evidence to inform 
the Cass report. We then discuss how the Cass report 
draws several flawed conclusions from the evidence that 
it reviewed and commissioned. We also point to addi-
tional criticisms that have been made by other research-
ers regarding claims made in the Cass report. For an 
overview of the strength of evidence for gender affirming 
care (GAC) for young people, see Budge and colleagues 
[21].

Methods
We applied the Risk of Bias in Systematic Reviews tool 
[ROBIS] [22] to evaluate the risk of bias within the seven 
systematic reviews commissioned to inform the Cass 
report. The ROBIS is a domain-based assessment of risk 
of bias within systematic reviews, conducted in three 
phases. The optional first phase assesses the relevance 
and applicability of the review to the research question. 
Phase 2 focuses on four domains (i) study eligibility cri-
teria, (ii) identification and selection of studies, (iii) data 
collection and study appraisal, and (iv) synthesis and 
findings. This phase focuses on identifying concerns 
in the review conduct. Each domain has a set of signal-
ling questions to support the judgement within each 
domain of either low, high, or unclear risk of bias. Phase 
3 involves an overall assessment of the risk of bias for the 
review, supported by a series of signalling questions. We 
followed the ROBIS guidance document available here 
which explains the considerations for making a judgment 
on the being a risk of bias for each domain and signal-
ling questions to guide these judgments [23]. We applied 
Phase 2 and Phase 3 of the ROBIS to the assessment of 
the risk of bias within the seven systematic reviews com-
missioned to inform the Cass report, considering an 
assessment of relevance was not necessary because we 
did not have a research question that we were intend-
ing to answer using these systematic reviews – we simply 
wanted to evaluate their risk of bias systematically so that 
their evidential value as part of the Cass Review could be 
clarified. There was just one protocol that pertained to all 
seven of these reviews, which was published on PROS-
PERO [24]. We also reviewed this, and its revisions, and 
compared them to the published systematic reviews, to 
inform the ROBIS assessment.

To maintain rigour, the ROBIS tool was applied to 
each systematic review by two independent assessors, 
within Covidence [25]. Prior to the submission of these 
ROBIS assessments for consensus, the ROBIS assessors 
met online to reflect on and agree on the interpreta-
tion of each signalling question and ensure a consistent 

https://www.bristol.ac.uk/media-library/sites/social-community-medicine/robis/robisguidancedocument.pdf
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approach across all reviews. An additional two independ-
ent assessors resolved any conflicts and agreed the final 
decisions for each signalling question, leading to a judg-
ment of low, high or unclear risk of bias for each domain, 
and an overall risk of bias judgment for each systematic 
review.

In addition, we undertook a review of the Cass report 
document, including the primary research reported 
within it that was not published in peer-reviewed jour-
nals. Specifically, we conducted a detailed critical evalua-
tion of the methods used in the survey of gender services 
for young people in Europe, in the two quantitative stud-
ies of health records, as well as in the qualitative study on 
the experience of gender dysphoria among young people 
and the claims made in the Cass report based on these 
studies.

Results
For each of the four domains that comprise the ROBIS 
tool, our analyses resulted in all seven reviews being 
assigned an overall rating of a high risk of bias due to 
methodological limitations and a failure to adequately 
address these limitations in their interpretations and con-
clusions (see the Supplementary Material).

Domain 1: Study eligibility criteria
In this domain, all seven reviews [6–13] were considered 
at high risk of bias because, as we explain below, there are 
significant deviations from the protocol’s eligibility crite-
ria, the eligibility criteria excluded study types relevant to 
the research questions, and the eligibility criteria are, in 
most cases, unacceptably ambiguous.

There are two unexplained deviations from the PROS-
PERO protocol [24] that guided our judgments for each 
of the systematic reviews in this domain. First, six of the 
seven reviews [6, 7, 10–13] excluded non-English sources 
and grey literature (including but not limited to disserta-
tions, white papers, and government reports). Therefore, 
relevant studies may have been unreasonably excluded 
from these reviews.

Second, qualitative research was excluded from all of 
the reviews despite being part of the protocol’s inclusion 
criteria, and regardless of several of the reviews’ research 
questions having been investigated using rigorous quali-
tative methods e.g., [25–27].

Given these deviations, and others outlined in the fol-
lowing sections, when the protocol was updated in Janu-
ary 2023 to record the completion of screening against 
the eligibility criteria, the opportunity should have been 
taken to record and explain deviations from the original 
criteria. Best practice guidelines for systematic reviews 
require that such deviations are described and justified 
[28].

Finally, the review focused on social transition [6] 
excluded studies in which social transition was not 
treated “as an exposure”, and therefore excluded Olson 
et  al. [29] and Rae et  al. [30]. 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. In particu-
lar, the authors may not have recognised that a finding 
of no difference in outcomes between the transgender 
group and the cisgender control group indicates some-
thing different from a finding of no difference between a 
socially-transitioned transgender group and a transgen-
der group who were denied social transition. It is highly 
likely that this transgender group will differ significantly 
in terms of experiences, composition and presentation 
from a cisgender control group. For these reasons, we 
believe the authors were not justified in excluding Olson 
et al. [31] and Rae et al. [28] and that doing so is evidence 
of unacceptably ambiguous application of the exclusion 
criteria in this systematic review. See Table 1 for a sum-
mary of the ROBIS decisions for this domain.

Domain 2: Identification and selection of studies
A single search strategy was used, unmodified, for all the 
reviews. This calls into question the appropriateness of 
the search strategy and its applicability to each specific 
systematic review given their distinct research questions. 
Additionally, in six of the reviews, there is no evidence 
that the searches included grey literature [6, 7, 10–13]. 
For these reasons, all seven systematic reviews were con-
sidered at high risk of bias for this domain as the search 
strategy likely failed to identify all relevant studies [6–
13]. See Table  2 for a summary of the ROBIS decisions 
for this domain.

Domain 3: Data collection and study appraisal
In this domain, we identified concerns across all of the 
systematic reviews due to the lack of clarity regarding 
whether the inclusion of studies for synthesis depended 
upon how well these studies were reported. None of the 
systematic reviews provided information as to how miss-
ing data was sought from study authors, or about prob-
lems with the application, or lack, of study appraisal.

There were several issues with how study appraisal was 
conducted in the systematic reviews on psychosocial 
support intervention [6], clinical guidelines [7, 30], social 
transition [5], puberty suppression [11], and HRT [12].

In the systematic review of psychosocial support inter-
ventions for children and adolescents experiencing gen-
der dysphoria or incongruence [7], the Mixed Methods 
Appraisal Tool (MMAT; [29]) was used to appraise the 
quality of the primary studies. The reviewers catego-
rised study quality as low, medium, or high. This is not 
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recommended by the authors of the MMAT, who actively 
discourage the use of an overall score of quality [32].

In the review of clinical guidelines [8, 33], which was 
not described in the protocol, an appropriate study 
appraisal tool – the AGREE-II [34] – was used. However, 

its reliability in this context is questionable since several 
other systematic reviews have applied this tool to some 
of the same studies and arrived at quite different conclu-
sions; some also criticised the usefulness of AGREE-II for 
GAC guidelines [35–37]. Notably, the most restrictive 

Table 1 Summary of ROBIS Evaluations for Domain 1: study eligibility  criteriaa

a For ease of reading, we have assigned a number to each systematic review that was evaluated using the ROBIS as follows:

1: Impact of social transition in relation to gender for children and adolescents: a systematic review

2: Psychosocial support interventions for children and adolescents experiencing gender dysphoria or incongruence: a systematic review

3: Clinical guidelines for children and adolescents experiencing gender dysphoria or incongruence: a systematic review of guideline quality

4: Interventions to suppress puberty in adolescents experiencing gender dysphoria or incongruence: a systematic review

5: Characteristics of children and adolescents referred to specialist gender services: a systematic review

6: Masculinising and feminising hormone interventions for adolescents experiencing gender dysphoria or incongruence: a systematic review

7: Care pathways of children and adolescents referred to specialist gender services: a systematic review

Systematic 
Review

Did the review 
adhere to pre-
defined objectives 
and eligibility 
criteria?

Were the eligibility 
criteria appropriate 
for the review 
question?

Were eligibility 
criteria 
unambiguous?

Were any 
restrictions in 
eligibility criteria 
based on study 
characteristics 
appropriate?

Were any 
restrictions in 
eligibility criteria 
based on sources 
of information 
appropriate?

Concerns regarding 
specification of 
study eligibility 
criteria

1 N PY PN N N High

2 N N N N N High

3 N Y N Y PY High

4 PN PY PY N N High

5 PY Y N PY N High

6 N N PN Y PN High

7 N PN N PN PN High

Table 2 Summary of ROBIS Evaluations for Domain 2: identification and selection of  studiesa

a For ease of reading, we have assigned a number to each systematic review that was evaluated using the ROBIS as follows:

1: Impact of social transition in relation to gender for children and adolescents: a systematic review

2: Psychosocial support interventions for children and adolescents experiencing gender dysphoria or incongruence: a systematic review

3: Clinical guidelines for children and adolescents experiencing gender dysphoria or incongruence: a systematic review of guideline quality

4: Interventions to suppress puberty in adolescents experiencing gender dysphoria or incongruence: a systematic review

5: Characteristics of children and adolescents referred to specialist gender services: a systematic review

6: Masculinising and feminising hormone interventions for adolescents experiencing gender dysphoria or incongruence: a systematic review

7: Care pathways of children and adolescents referred to specialist gender services: a systematic review

Did the search 
include an 
appropriate range 
of databases /
electronic sources 
for published 
and unpublished 
reports?

Were methods 
additional to 
database searching 
used to identify 
relevant reports?

Were the terms 
and structure of 
the search strategy 
likely to retrieve 
as many eligible 
studies as possible?

Were restrictions 
based on date, 
publication format, 
or language 
appropriate?

Were efforts made 
to minimise error in 
selection of studies?

Concerns regarding 
methods used to 
identify and/or select 
studies

1 N Y Y N Y High

2 N PY PN N PY High

3 Y Y Y Y Y High

4 N PY PN N PY High

5 N N Y N Y High

6 PN Y PN N Y High

7 PN PY PN N PN High
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guidelines were rated highest in this systematic review, 
without a clear justification related to how these guide-
lines were more robustly developed [8, 33]. In reviews by 
other authors, it was the guidelines for more affirmative 
models of care that were judged to be of higher quality 
[35–37].

Three of the reviews [6, 12, 13] used an adapted ver-
sion of the Newcastle–Ottawa Quality Assessment Scale 
(NOS; [38]) instead of the MMAT – a deviation from the 
protocol that was not explained or clearly reported. The 
NOS has been criticised [39] and the use of an adapted 
version negates previous attempts to validate the NOS. 
One of the systematic reviews [6] cites a paper by Stang 
and colleagues [39] to support their use of the NOS, 
despite this paper arguing against the use of the NOS 
for systematic reviews. These authors have previously 
noted this practice in other publications and called it out 
as a major quotation error [40]. The systematic review 
authors provide no rationale for the threshold scores 
used to categorise the quality of studies. It is generally 
accepted that this use of a single score is unacceptable 
in the assessment of risk of bias of individual studies 
within systematic reviews [41, 42]. Single scores do not 
capture the nuances of risk of bias, making them difficult 
to interpret. Additionally, the NOS is considered a qual-
ity appraisal scale, but within systematic reviews explor-
ing the effectiveness of interventions it is recommended 
that a domain-based risk of bias assessment tool should 
be used instead of a quality appraisal tool [43]. The ROB-
INS-I is an example of a more suitable tool [44].

For these reasons, each systematic review was consid-
ered at high risk of bias in this domain, except for the 
review of clinical guidelines, which was considered at 
low risk of bias overall as there were only minor concerns 
with efforts to minimise errors in data collection and the 
tool used for study appraisal is widely regarded as appro-
priate. See Table 3 for a summary of the ROBIS decisions 
for this domain.

Domain 4: Synthesis and findings
For two of the systematic reviews [12, 13], there were 
concerns about bias in how the evidence was synthesised 
because of the inappropriate exclusion of studies deemed 
to be “low quality” according to the adapted NOS. Using 
this approach, the authors excluded 48% and 36% of 
studies for puberty blockers and hormone replacement 
therapy (HRT), respectively. This practice is not recom-
mended in systematic reviews unless explicitly pre-spec-
ified in a protocol with a clear and reasonable rationale 
[45], which was not evident in these cases. Instead, the 
narrative syntheses should have included all studies and 
integrated observations regarding study quality into the 
analyses, similar to how a sensitivity analysis would treat 
study quality in a meta-analysis [46]. In the reviews on 
the characteristics of children and young people referred 
for GAC [10] and on care pathways for this population 
[9], there was no assessment of study quality or risk of 
bias, so their conclusions could not take these issues into 
account, which is considered a source of bias for this 
domain.

Table 3 Summary of ROBIS Evaluations for Domain 3: data collection and study  appraisala

a For ease of reading, we have assigned a number to each systematic review that was evaluated using the ROBIS as follows:

1: Impact of social transition in relation to gender for children and adolescents: a systematic review

2: Psychosocial support interventions for children and adolescents experiencing gender dysphoria or incongruence: a systematic review

3: Clinical guidelines for children and adolescents experiencing gender dysphoria or incongruence: a systematic review of guideline quality

4: Interventions to suppress puberty in adolescents experiencing gender dysphoria or incongruence: a systematic review

5: Characteristics of children and adolescents referred to specialist gender services: a systematic review

6: Masculinising and feminising hormone interventions for adolescents experiencing gender dysphoria or incongruence: a systematic review

7: Care pathways of children and adolescents referred to specialist gender services: a systematic review

Were efforts made 
to minimise error in 
data collection?

Were sufficient 
study characteristics 
available for both 
review authors and 
readers to be able to 
interpret the results?

Were all relevant 
study results 
collected for use in 
the synthesis?

Was methodological 
quality formally 
assessed using 
appropriate criteria?

Were efforts made 
to minimise error 
in risk of quality 
assessment?

Concerns regarding 
methods used to 
collect data and 
appraise studies

1 NI Y Y N PY High

2 PY Y PN PN Y High

3 PY Y Y PY Y Low

4 PY PY N N Y High

5 PY Y PN N N High

6 PY Y PN N Y High

7 PY Y PY N N High
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In the synthesis section in the review on HRT [13], 
the authors conclude that low, or even moderate, quality 
evidence indicates that there is insufficient evidence for 
recommending GAC practices. For example, the authors 
argue that no conclusions can be drawn regarding any 
relationships between HRT and psychological health. 
However, this minimises their own data where one study 
showed an improvement in gender dysphoria [47], one 
showed an improvement in body satisfaction [48], four 
studies showed a reduction in depression-related out-
comes [47–50], three studies showed an improvement 
in anxiety-related outcomes [47, 48, 50], and three stud-
ies indicated a clear decrease in self-harm and suicide 
attempts [49–51]. So, five distinct studies on 415 trans 
youth show positive psychological outcomes, and no 
study demonstrated “consistent” evidence for harm. To 
avoid reliance on vote-counting of these studies, and the 
limitations of this as a basic method of evidence syn-
thesis, we can look to a recent meta-analysis that found 
benefits of HRT for young people experiencing gender 
dysphoria for several psychological outcomes includ-
ing gender dysphoria, depression, and global function, 
though there was low certainty regarding the evidence 
[52]. Therefore, it appears that the body of evidence, 
despite its limitations, is at least suggestive of a benefit 
of HRT for mental health among adolescents experienc-
ing gender dysphoria. At a minimum, the lack of evi-
dence for harm resulting from carefully prescribed HRT 

should have been clearly identified by these authors. Had 
this been done, the authors might still have concluded 
that more research is required to elucidate the impacts 
of GAC, but it would have been less likely that their con-
clusions would have implied that GAC is harmful. See 
Table  4 for a summary of the ROBIS decisions for this 
domain.

For more detail on why all the systematic reviews were 
considered at high risk of bias for the synthesis and find-
ings domain, see Table 5.

The primary research and related claims in the cass 
review’s final report
In our critical evaluation of the Cass report, we found 
several instances of insufficiently evidenced claims being 
used to inform its recommendations. We observed 
serious methodological deficiencies with the primary 
research commissioned by the Cass Review and used to 
support several of the Cass report’s claims (see for exam-
ple 10.70 and 10.71; 1 pp 146). We briefly describe select 
examples here (for more, see [18, 53]). These claims are 
selected as they pertain to key questions that were central 
to the motivation for commissioning the Cass Review [2].

In the cohort study (see appendix 5 of the Cass report), 
the authors aimed “to estimate for people aged 18 and 
under with gender dysphoria: changes in incidence and 
prevalence over time”. They did not account for chang-
ing acceptance, stigma, diagnostic criteria, and clinical 

Table 4 Summary of ROBIS Evaluations for Domain 4: synthesis and  findingsa

a For ease of reading, we have assigned a number to each systematic review that was evaluated using the ROBIS as follows:

1: Impact of social transition in relation to gender for children and adolescents: a systematic review

2: Psychosocial support interventions for children and adolescents experiencing gender dysphoria or incongruence: a systematic review

3: Clinical guidelines for children and adolescents experiencing gender dysphoria or incongruence: a systematic review of guideline quality

4: Interventions to suppress puberty in adolescents experiencing gender dysphoria or incongruence: a systematic review

5: Characteristics of children and adolescents referred to specialist gender services: a systematic review

6: Masculinising and feminising hormone interventions for adolescents experiencing gender dysphoria or incongruence: a systematic review

7: Care pathways of children and adolescents referred to specialist gender services: a systematic review

Did the synthesis 
include all studies 
that it should?

Were all pre-defined 
analyses reported 
or departures 
explained?

Was the synthesis 
appropriate given 
the nature and 
similarity in the 
research questions, 
study designs and 
outcomes across 
included studies?

Was between-
study variation 
(heterogeneity) 
minimal or 
addressed in the 
synthesis?

Were the findings 
robust, e.g. as 
demonstrated 
through funnel 
plot or sensitivity 
analyses?

Were biases in 
primary studies 
minimal or addressed 
in the synthesis?

1 Y N N Y N N

2 Y PN N Y N N

3 Y N Y Y PN N

4 N N N Y N N

5 NI N N N N N

6 N N PY Y N PN

7 PN N PY PY N N
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coding available to GPs (i.e., from DSM-IV to DSM-V, 
ICD-10 to ICD-11; [54, 55]), or clinical guidelines, which 
may alter sampling over time and bias gender dysphoria 
prevalence estimates (see “chronology bias” or “surveil-
lance bias”; [56, 57]). The authors fail to demonstrate that 
the observed increase is either unexpected or of concern, 
yet the assumption of both underpins the Cass Review 
and its commissioning. Regarding the co-occurrence of 
“Autistic Spectrum Disorder” (ASD) and gender dyspho-
ria, the authors conclude that this has increased, without 
appropriate statistical tests (e.g., time trend analysis; [58]) 
or consideration of changes in the visibility and diag-
nosis 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 alternative models.

In an analysis of changes in patient profile, the Cass 
report states that “the exponential 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” (1; pp 118). There are three problems 
with this argument. First, there is no such thing as a “nor-
mal”, passive “evolution” of acceptance toward a minority 
group, because discrimination against minority groups 
is calcified into de jure policy. Second, when that policy 
changes, exponential changes are well-precedented. The 
proportion of queer Americans that are married has 
increased exponentially since 2004, when the first state 
legalised gay marriage [59]. In 2015 alone, the proportion 
of same-sex couples that were married increased from 38 
to 45% a mere two months after gay marriage was legal-
ized nationwide [59]. The proportion of American adults 
who self-identify as queer has more than doubled in the 
last decade, representing an estimated increase of over 
11 million people [60]. As such, the claim that increased 
social acceptance cannot explain increased referrals for 
gender-affirming care is ill-considered, as it neglects the 
complex relationship between increased social accept-
ance, referrals, and that any increase from near-zero will 
appear to be exponential [61]. Further, the authors made 
use of several flawed datasets and analyses, including 
double counting in referral data (see Fig.  11: Child and 
Adolescent Referrals for Gender Dysphoria (UK, GIDS), 
2010/11 to 2021/22; 1; pp 85), referral trajectories that 
are over seven years old (see Fig. 15: Number of referrals 
over time by country; 1; pp 88), and personal commu-
nications without associated methodology (see Fig.  16: 
Referrals to the National Gender Clinic for children and 
young people in Norway; 1; pp 89).

The authors further argue that increasing social 
acceptance is not an adequate explanation for the cur-
rent demographics of trans youth because it does not 

explain “the switch from birth-registered males to birth-
registered females” is “unlike trans presentations in any 
prior historical period” (1; pp 26). There are two major 
problems with this assertion. First, existing scholarship 
has explained this “shift” within the context of increas-
ing social acceptance: in “prior historical period[s]”, par-
ents brought their children to gender clinics seeking to 
abolish or “fix” their gender non-conformity, and gender 
non-conformity was more stigmatised among boys than 
girls, but now, parents bring their children to gender clin-
ics seeking to support their child’s transition—but gender 
non-conformity is still more stigmatised among boys and 
girls [62–64]. The paper that the Cass Review authors 
pull data from to make this point in Table 10 [65] actu-
ally makes this argument: “At present, the reasons for 
this shift in the sex ratio among adolescents are not clear, 
but may include less stigma for birth-assigned girls who 
are behaviourally masculine compared to birth-assigned 
boys who are behaviourally feminine, 4 which makes it 
easier to “come out” as transgender and to seek out men-
tal health care and biomedical treatment (pg. 3). The 
second problem is that even ignoring that the “greater 
acceptance” theory can explain the “shift”, we would need 
to be confident that the evidence from “prior historical 
periods” was sufficiently representative of transgender 
youth to be comparable, which it was not [60], particu-
larly under the guidelines for quality that the authors 
adopt.

On detransition, the authors claim that there is a “sug-
gestion that the numbers are increasing” (1; pp 33), with-
out providing evidence, whilst also failing to cite major 
studies on detransition (e.g., [66]).

On social transition, the authors state that “others 
consider that it makes it more likely that a child’s gen-
der dysphoria, which might have resolved at puberty, 
has an altered trajectory potentially, culminating in life-
long medical intervention” (1; pp 31). Despite their own 
review concluding that the small volume and low quality 
of current research makes it difficult to assess the impact 
of social transition [6], and that young people report 
reduced gender dysphoria and feeling more comfortable 
in themselves after socially transitioning (1; pp 159), the 
Cass report recommends partial rather than full transi-
tion for prepubertal children to prevent an altered “devel-
opmental trajectory” without evidence supporting this 
practice.

We also found inaccurate communication of partici-
pant quotes from the primary qualitative research to 
support the Cass report’s claims. For example, one par-
ticipant 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 
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for that to be the case, it’s okay to have different plans 
for your medical transition.” (1; pp 147). While it appears 
this participant is advocating for increased availability of 
medical 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 invali-
date their identity” (1; pp 147). The report then reframes 
this response as evidence for the need to reduce the num-
ber of medical transitions.

In general, in the qualitative research study reported in 
the Cass report, there is a lack of appropriate information 
about the overall methods, especially recruitment and 
data collection methods, and no discussion of reflexivity 
or positionality (where the researcher stands in relation-
ship to those they are interviewing), which has conse-
quences for the data interpretation and is an important 
indicator of rigour in qualitative research of healthcare 
[67].

Discussion
The Cass Review has had a significant impact on the 
delivery of GAC for young people in the UK, and on dis-
course regarding GAC internationally. However, as we 
and others have shown, the systematic reviews and pri-
mary research commissioned to inform its final report 
have significant limitations and the report itself con-
tains several unsupported claims that undermine its rec-
ommendations. 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. These issues have not prevented proponents of the 
Cass report from praising its application of EBM whilst 
criticising existing literature as “substandard” [68]. This 
view is based upon an inappropriate use of a paternalistic 
lens, regarding GAC as quasi-psychiatric care, and upon 
an inappropriate methodological lens which downplays 
the value of high-quality observational data, issues that 
we discuss below as they are also apparent in the Cass 
report.

Beyond what is captured by our application of the 
ROBIS tool, there are several other ways in which these 
systematic reviews deviate from best practice. Of par-
ticular concern is the lack of a separate protocol detailing 
explicit, pre-specified methods for each review, resulting 
in a lack of transparency and reproducibility. The conse-
quent pattern of deviations from this singular protocol’s 
plan for quality assessment across the reviews focusing 
on interventions is particularly striking. 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 reviews 

covering arguably the three most controversial topics that 
the Cass report addressed—puberty blockers, HRT, and 
social transition. The fact that these decisions were devia-
tions from the protocol, and that justifications for them 
were not provided, raises concerns about cherry-picking.

Another type of evidence that the protocol indicated 
would be included in the reviews, but which was subse-
quently excluded, is qualitative research. Given that the 
Cass report presents qualitative data (e.g., anecdotes, 
quotations, community claims, and its own qualitative 
study) as evidence and purports to value stakeholder 
input, the fact that qualitative studies were excluded not 
only impedes the comprehensiveness of the overall pro-
ject but could be considered evidence of a double stand-
ard towards the commissioned and synthesised evidence 
that informed the Cass report. The lack of consideration 
for how rigorous qualitative studies are designed, com-
bined with the aforementioned exclusion of qualitative 
research from the systematic reviews, and the use of sin-
gle, and sometimes misrepresented, quotes from partici-
pants to support much broader conclusions in the Cass 
report, demonstrates a misunderstanding of qualitative 
evidence and of the valuable insights about GAC that 
have been generated through qualitative research (see 
[69]).

Furthermore, the protocol does not adhere to the 
PRISMA-P guidelines [70] 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 devel-
oped and the expertise of the searcher (item 10), omit-
ting a description of whether or how information missing 
from included studies would be obtained (item 11), and 
did not discuss 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 [43] and the Institute of Medicine [71] rec-
ommend including content area experts on the review 
team. Initially, the Cass team specifically excluded con-
tent experts, though they later added Dr Trilby Langton 
who is “a former Clinical Psychologist at the Tavistock 
Gender Identity Development Service” [24]. Despite this, 
there is still a distinct lack of content expertise among 
the authors on many of the issues examined by the sys-
tematic reviews. Ideally, there would also be input to sys-
tematic reviews from those affected by the topic; there is 
evidence that this practice is becoming common [72].

Finally, it is considered best practice by Cochrane 
[73] to rerun searches that are more than 12 months old 
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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 months 
old on publication. This means that the most recent eli-
gible research is not included in the analyses for 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 regarding 
puberty suppression and HRT, for example, and by sys-
tematically reviewing the same evidence, they came to 
more positive conclusions regarding their usefulness 
for gender diverse children and young people [74–76].

Despite these deviations from best practice in evi-
dence synthesis, the Cass report is positioned as being 
grounded in the principles of Evidence-based Medi-
cine (EBM). As part of this argument, the Cass report 
sets out that randomised controlled trials (RCTs) 
are the gold standard to assess the efficacy of gender-
affirming care (GAC), leading to the implication that 
the “research protocol” mandated for those accessing 
puberty blockers will be an RCT (e.g., 1 pp 177). Indeed, 
the benefit of RCTs lies in their high internal validity, 
achieved through the randomisation process which 
reduces biases related to confounding factors [77]. 
However, the external validity of RCTs is often criti-
cised [78], both regarding generalisability and appli-
cability to real-life settings [79], and within EBM, it is 
recognised as counterproductive to rely solely on RCTs, 
at the expense of other potentially valuable sources of 
data [78]. In transgender medicine, individuals willingly 
recruited to an RCT are likely not representative of the 
broader population, and the homogeneous treatments 
in an RCT do not easily translate to individualised care 
in clinical practice [80]. Furthermore, the coercive 
nature of access to puberty blockers potentially being 
contingent on consenting to participation in research is 
also of great ethical concern.

There are also concerns with the internal validity 
of an RCT in this context. The causal agent in an RCT 
comes from the contrast between treatment and control 
groups to determine a treatment’s effect [79]. However, 
in GAC, blinding is impossible due to the obvious effects 
of puberty blockers or HRT, likely causing control group 
participants to feel resentful demoralisation [80]. This 
can bias responses of the controls, or lead them to self-
destructive behaviours, 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 [80].

Additionally, HRT takes time to show effects [81] and 
various interventions may be needed at different times 
based on individual needs. This requires long-term 
follow-up in RCTs. However, the benefits of randomi-
sation diminish over time, leading to biases similar to 
observational studies [77]. This would be especially true 
in transgender medicine, where affirmed youths’ life tra-
jectories differ from those without access to GAC, due to 
the experience of living in their authentic gender and dif-
ferential exposure to discrimination. Participants might 
also access other types of GAC at different rates, add-
ing more confounding factors. Thus, over the necessary 
duration to assess the efficacy of HRT on wellbeing, the 
groups would likely diverge enough to lose the benefits 
of randomisation, 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 
alone is misguided. The primary goal of GAC is to pre-
vent or induce the appearance of certain physical char-
acteristics, and their physiological efficacy is undisputed. 
Mental health benefits are a logical consequence of liv-
ing authentically [82] and we noted previously that stud-
ies included in the Cass review found positive effects of 
HRT on gender dysphoria, depression, and anxiety [47–
50]. However, advocating for RCTs with mental health 
outcomes frames transness as a quasi-psychiatric condi-
tion, a distress to be alleviated by the most evidenced-
based methods. This contradicts the depathologisation of 
transness (e.g., the ICD-11 moving Gender Incongruence 
from the “Mental and behavioural disorders” chapter to 
the new “Conditions related to sexual health” chapter 
[83] and its recognition as an issue of bodily autonomy 
and human rights [84, 85]. Improved well-being does not 
come from the physiological action of hormones, which 
might be adequately isolated by an RCT, but from a com-
bination of factors contributing to increased congru-
ence. Proposing RCTs with a mental health outcome thus 
shows, at best, a profound misunderstanding of transness 
and a naïve understanding of RCTs always being the gold 
standard in EBM.

Recognising and supporting the authenticity and com-
petence of transgender young people is an important 
aspect of the provision of high-quality care [86]. How-
ever, the Cass report emphasises their distress, rather 
than their treatment wishes: the report describes them 
as “children with gender dysphoria and/or gender-related 
distress” (1  pp 52) and then emphasises the resolution 
of this distress as the main goal of interventions. Fur-
ther, we contend that the commentary on developmental 
trajectories frames early social transition and detransi-
tion through a pathologising lens that leaves little room 
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for the possibility that the formation of gender identity 
is non-linear and may be experienced positively [87]. 
Framed in this way, GAC becomes one of several treat-
ment 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-16 s seeking GAC in England and 
Wales, after the Court of Appeal quashed the High Court 
judgement that set restrictions specifically for GAC; Bell 
v. Tavistock, 2021). Given that transgender people have 
a care need rather than a disease and seek actualisation 
of their identities as opposed to a cure, this paternalistic 
lens is inappropriate and pathologising [82]. Moreover, 
such a lens is also generally inappropriate in psychiatric 
care, where patient autonomy should be supported wher-
ever possible [88].

GAC should instead be considered through a similar 
lens as reproductive healthcare, akin to how healthcare 
providers and the public think about contraception, HRT, 
or fertility treatment [82]. 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” [89]. All indi-
viduals have the right to make decisions regarding their 
own reproductive care and must have access to services 
that support that right. Having a young person with gen-
der dysphoria undergo their natal puberty 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 should not 
be considered the default option. Aside from supporting 
self-determination, intervention in such situations is also 
required to support emotional, mental and social wellbe-
ing. The presence of treatment side effects, and the possi-
bility that competent individuals may later seek to change 
their trajectory, are not unique to GAC and should not 
be used to justify exceptionalism when compared to 
reproductive healthcare. By failing to use a reproductive 
healthcare lens, the Cass Review risks creating an envi-
ronment where non-affirming alternatives can be under-
taken contrary to competent patients’ wishes, where 
unethical controlled studies can be performed, and in 
which the utility of observational and cohort studies is 
downplayed [80].

The future application of EBM in Gender Affirming 
Healthcare
The Cass report’s editorial argues the importance of 
EBM in supporting clinicians with the everyday con-
cerns and unknowns of practice. Central to EBM are 
the three pillars: best available evidence, the values and 
preferences of those accessing care, and clinical exper-
tise. It is therefore helpful to consider what the best 

available evidence could look like, in an approach tai-
lored 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 health-
care providers who deliver GAC.

The consideration of values and preferences have 
been historically absent in trans care—with its con-
tinued exclusion rooted in a legacy of pathologisation. 
Even among other cohorts that remain pathologised, 
efforts are increasingly made to value “experts by expe-
rience”, including in the development of clinical guide-
lines [90]. Effective co-production requires community 
involvement at every stage, not just superficially, as is 
common in NHS England initiatives [91]. In a good 
example of this, Ziegler led two reviews of clinical prac-
tice guidelines for adults and for children in primary 
care for which the broader team included both mem-
bers of the trans community and primary care GAC 
providers [36, 37].

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 popu-
lation so as not to perpetuate the disadvantaged posi-
tion this group have been placed in when looking for 
information on treatment options” [92]. The Cass team 
fail to mention that the majority of strong treatment 
recommendations in healthcare are based upon low or 
very low-quality evidence [93] or that, as elaborated 
above, cohort studies may be best suited for producing 
evidence that can best inform claims about GAC.

The Cass report does not consider all the best avail-
able evidence regarding GAC for children and young 
people. It applies generic standards of evidence rather 
than considering what is the best possible evidence in 
this context given methodological, practical, and ethi-
cal constraints. It is our view that the best possible 
evidence regarding GAC is produced when the engage-
ment and trust of participants is maximised through 
community involvement and clear communication 
[94, 95] when these participants are diverse and fol-
lowed longitudinally in rigorous observational designs 
[80, 96], and when the outcomes measured are those 
considered important by gender diverse children and 
young people, and those who support them, includ-
ing the clinical expertise of healthcare providers who 
deliver GAC, using culturally appropriate and valid 
measures [97–99]. These recommendations are con-
sistent with the methodological standards for validity, 
generalisability, and patient-centredness set out by the 
Patient-Centred Outcomes Research Institute [100] and 
capture the three pillars of EBM.
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Strengths and Limitations
The Cass Review has been conducted amidst a fraught 
political context characterised by repeated controversies 
around the social and legal rights of trans people. This 
risks skewing the way in which appropriate healthcare 
can be delivered to this vulnerable group. Our analy-
sis was undertaken in this climate, with an intent to 
approach a review of the report from a methodological 
perspective. Accusations of ideologically driven view-
points on trans healthcare are highly prevalent in the 
UK and internationally. While many of our authors have 
been publicly critical of the Cass report and some have 
significant experience in working with trans youth in dif-
ferent capacities and/or are trans themselves, our use of 
a validated tool, the ROBIS tool [22] is a strength of our 
critique as it allowed us to take a systematic approach 
to analysing the risk of bias and potential methodologi-
cal flaws of the systematic reviews that were the foun-
dation of the Cass Review. We deemed the ROBIS tool 
as the most suitable tool for this critical appraisal, as it 
is an effective tool to assess risk of bias within system-
atic reviews [101], it is supported by Cochrane and rec-
ommended in Overview of Reviews [102] and has a 
wide application across systematic review topics and 
approaches [22]. The AMSTAR-2 [103] was also con-
sidered but it is only suitable for reviews of effective-
ness including RCT’s and non-RCT’s and the systematic 
reviews in question vary in their approaches [101]. Our 
critique could have been strengthened through greater 
access to the detail regarding the justifications for meth-
odological, analytical, and interpretative decisions 
throughout the process of the Cass Review.

Conclusions
We have demonstrated that the Cass report’s applica-
tion of EBM to GAC for children and young people is 
deeply flawed. Our critical analysis reveals significant 
methodological problems in the commissioned system-
atic reviews and primary research that undermine the 
validity of the Cass report’s recommendations. During 
our review of the report and supplementary primary 
research, we found insufficient statistical rigor, unreliable 
datasets, claims presented without evidence, and misrep-
resentation of quotes from primary research participants. 
These flaws highlight a potential double standard present 
throughout the review and its subsequent recommenda-
tions, where evidence for gender-affirming care is held 
to a higher standard than the evidence used to support 
many of the report’s recommendations. Considering this, 
and the Cass report’s poor understanding of transgen-
der identities and experiences, it is vital to question the 
integrity and validity of the Review’s recommendations 

and the appropriateness of basing health policy on them. 
To uphold its commitment to evidence-based medicine, 
future gender-affirming care research must generate 
robust observational data, involve transgender commu-
nities, and prioritise patient-centred outcomes, ensuring 
validity, generalisability, and cultural relevance.

Abbreviations
AGREE-II  Appraisal of Guidelines for Research and Evaluation II
AMSTAR   A MeaSurement Tool to Assess Systematic Reviews
ASD  Autistic Spectrum Disorder
BMJ  British Medical Journal
EBM  Evidence-Based Medicine
GAC   Gender Affirming Care
GIDS  Gender Identity Development Services
HRT  Hormone Replacement Therapy
MMAT  Mixed Methods Appraisal Tool
NOS  Newcastle-Ottawa Scale
NHS  National Health Service
PRISMA-P  Preferred Reporting Items for Systematic review and Meta-Analy-

sis Protocols
RCTs  Randomised Controlled Trials
ROBINS-I  Risk of Bias in Non-Randomized Studies—of Interventions
ROBIS  Risk of Bias in Systematic Reviews

Acknowledgements
This work was not funded. Thanks to Edward Cunningham-Oakes for provid-
ing epidemiological expertise, feedback, and discussion on the primary 
research.

Authors’ contributions
According to the CRediT taxonomy, C.N. led project administration, con-
ceptualisation, methodology, investigation, data curation, formal analysis, 
visualization, and resources. A.S., D.C., D.M.G., É.Q., E.K., J.P., J.G., M.O., N.K., 
Q.M.L., R.G., S.C., T.E.W., and V.S. contributed to conceptualization, data cura-
tion, formal analysis, investigation, methodology, writing, and reviewing the 
manuscript. A.A., D.S., F.A., J.H., R.H., M.W. contributed to writing and reviewing 
the manuscript.

Funding
Not applicable.

Data availability
Data is provided within the manuscript or supplementary information files.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
Maxence Ouafik declares unpaid volunteering with TransKids Belgium, mem-
bership of WPATH (with no specific role inside the organisation) and being 
provider of gender affirming care. Ryan Goulding and Sibéal Coll are Commit-
tee Members & Co-Leads of the Medical Advocacy Subcommittee for Trans 
Healthcare Action (Ireland). Alex Ashman declares unpaid volunteering with 
Royal College of Surgeons of England Pride in Surgery Forum. Jo Hartland is an 
LGBTQ + activist associated with GLADD via the “UK Medical School charter on 
so-called conversion therapy”. Dr Hartland holds no formal role with GLADD. 
They are not part of the board or membership but have been associated in 
the media. Chris Noone is an unpaid board member of the National LGBT 
Federation (Ireland). Ryan Gulding, Sibéal Coll, John Gilmore, and Chris Noone 
are members of the Professional Association for Transgender Healthcare 
in Ireland. None of the organisations listed here had a role in authoring of 
this manuscript. We know of no other interests to declare. The views of the 



Page 16 of 18Noone et al. BMC Medical Research Methodology          (2025) 25:128 

individual authors do not necessarily represent the views of the organisations 
by whom they are employed or otherwise associated.

Author details
1 School of Psychology, University of Galway, University Road, Galway H91 
TK33, Ireland. 2 School of Physics & Astronomy, Cardiff University, Cardiff CF10 
3 AT, UK. 3 Thames Valley School of Surgery, Oxford, UK. 4 School of Health 
Sciences, University of Galway, University Road, Galway H91 TK33, Ireland. 
5 Department of Medical Education, Brighton & Sussex Medical School, 
Brighton BN1 9PX, UK. 6 Faculty of Law, University of Alberta, Edmonton, 
AB T6G 2R3, Canada. 7 Bristol Medical School, University of Bristol, 5 Tyndall 
Ave, Bristol BS8 1UD, UK. 8 School of Life & Medical Sciences, University 
of Hertfordshire, Hatfield, Hertfordshire AL10 9 AB, UK. 9 School of Nursing, 
Midwifery and Health Systems, University College Dublin, 4 Stillorgan Rd, 
Belfield, Dublin D04 C1P1, Ireland. 10 Department of Educational Studies, 
Goldsmiths University of London, 8 Lewisham Way, London SE14 6 NW, UK. 
11 School of Mathematics, Cardiff University, Cardiff CF10 3 AT, UK. 12 School 
of Psychological Sciences, University of Newcastle, Callaghan, NSW 2308, 
Australia. 13 Catherine McAuley School of Nursing and Midwifery, University 
College Cork, College Rd, Cork T12 K8 AF, Ireland. 14 Department of Psychology, 
Lancaster University, Bailrigg, Lancaster LA1 4YF, UK. 15 School of Geography, 
Queen Mary University of London, Mile End Rd, London E1 4 NS, UK. 16 Trans 
Healthcare Action, Dublin, Ireland. 17 NHS Lothian, East Lothian Community 
Hospital, Alderston Road, Haddington EH41 3PF, Scotland. 18 Max Planck Insti-
tute for Brain Research, Max-Von-Laue-Straße 4, Frankfurt, Germany. 19 General 
Practice Department, University of Liège, Quartier Hôpital B23, Avenue Hip-
pocrate 13, Liège, Belgium. 20 Department of Psychological Sciences, University 
of Missouri at Columbia, McAlester Hall, 210, 320 S 6 St, Columbia, MO 65201, 
USA. 

Received: 17 October 2024   Accepted: 28 April 2025

References
 1. Cass H. Independent review of gender identity services for children and 

young people: Final report. 2024. (Cass Review). Available from: https:// 
cass. indep endent- review. uk/ home/ publi catio ns/ final- report/

 2. NHS England. NHS England. 2020. Terms of reference for review of 
gender identity development service for children and adolescents. 
Available from: https:// www. engla nd. nhs. uk/ publi cation/ terms- of- refer 
ence- for- review- of- gender- ident ity- devel opment- servi ce- for- child ren- 
and- adole scents/. Cited 2024 Jun 4.

 3. NHS commissioning. Independent review into gender identity services 
for children and young people. Available from: https:// www. engla nd. 
nhs. uk/ commi ssion ing/ spec- servi ces/ npc- crg/ gender- dysph oria- clini 
cal- progr amme/ imple menti ng- advice- from- the- cass- review/ indep 
endent- review- into- gender- ident ity- servi ces- for- child ren- and- young- 
people/. Cited 2025 Apr 1.

 4. Cass H. Independent review of gender identity services for children 
and young people: Interim report. 2022. (Cass Review). Available from: 
https:// cass. indep endent- review. uk/ home/ publi catio ns/ inter im- report/

 5. Hall R, Taylor J, Heathcote C, Langton T, Hewitt CE, Fraser L. Gender 
services for children and adolescents across the EU-15+ countries: an 
online survey. Arch Dis Child. 2024; Available from: https:// adc. bmj. 
com/ conte nt/ early/ 2024/ 04/ 09/ archd ischi ld- 2023- 326348. Cited 2024 
Oct 17.

 6. Hall R, Taylor J, Hewitt CE, Heathcote C, Jarvis SW, Langton T, et al. 
Impact of social transition in relation to gender for children and adoles-
cents: a systematic review. Arch Dis Child. 2024; Available from: https:// 
adc. bmj. com/ conte nt/ early/ 2024/ 04/ 09/ archd ischi ld- 2023- 326112. 
Cited 2024 Apr 16.

 7. Heathcote C, Taylor J, Hall R, Jarvis SW, Langton T, Hewitt CE, et al. 
Psychosocial support interventions for children and adolescents expe-
riencing gender dysphoria or incongruence: a systematic review. Arch 
Dis Child. 2024; Available from: https:// adc. bmj. com/ conte nt/ early/ 
2024/ 04/ 09/ archd ischi ld- 2023- 326347. abstr act. Cited 2024 Apr 13.

 8. Taylor J, Hall R, Heathcote C, Hewitt CE, Langton T, Fraser L. Clinical 
guidelines for children and adolescents experiencing gender dysphoria 
or incongruence: a systematic review of recommendations (part 2). 

Arch Dis Child. 2024; Available from: https:// adc. bmj. com/ conte nt/ 
early/ 2024/ 04/ 09/ archd ischi ld- 2023- 326500. Cited 2024 Oct 16.

 9. Taylor J, Hall R, Heathcote C, Hewitt CE, Langton T, Fraser L. Clinical 
guidelines for children and adolescents experiencing gender dysphoria 
or incongruence: a systematic review of guideline quality (part 1). Arch 
Dis Child. 2024; Available from: https:// adc. bmj. com/ conte nt/ early/ 
2024/ 04/ 09/ archd ischi ld- 2023- 326499. Cited 2024 Apr 21.

 10. Taylor J, Hall R, Langton T, Fraser L, Hewitt CE. Care pathways of children 
and adolescents referred to specialist gender services: a systematic 
review. Arch Dis Child. 2024; Available from: https:// adc. bmj. com/ conte 
nt/ early/ 2024/ 04/ 09/ archd ischi ld- 2023- 326760. abstr act. Cited 2024 Apr 
13.

 11. Taylor J, Hall R, Langton T, Fraser L, Hewitt CE. Characteristics of children 
and adolescents referred to specialist gender services: a systematic 
review. Arch Dis Child. 2024; Available from: https:// adc. bmj. com/ conte 
nt/ early/ 2024/ 04/ 09/ archd ischi ld- 2023- 326681. abstr act. Cited 2024 Apr 
13.

 12. Taylor J, Mitchell A, Hall R, Heathcote C, Langton T, Fraser L, et al. 
Interventions to suppress puberty in adolescents experiencing gender 
dysphoria or incongruence: a systematic review. Arch Dis Child. 2024; 
Available from: https:// adc. bmj. com/ conte nt/ early/ 2024/ 04/ 09/ archd 
ischi ld- 2023- 326669. abstr act. Cited 2024 Apr 13.

 13. Taylor J, Mitchell A, Hall R, Langton T, Fraser L, Hewitt CE. Masculinising 
and feminising hormone interventions for adolescents experiencing 
gender dysphoria or incongruence: a systematic review. Arch Dis Child. 
2024; Available from: https:// adc. bmj. com/ conte nt/ early/ 2024/ 04/ 09/ 
archd ischi ld- 2023- 326670. abstr act. Cited 2024 Apr 13.

 14. NHS England. Interim service specification: Interim specialist service for 
children and young people with gender incongruence. NHS England; 
2024 Mar. Available from: https:// www. engla nd. nhs. uk/ wp- conte nt/ 
uploa ds/ 2023/ 04/ inter im- servi ce- spec- CYP- Gender- servi ce- 12- March- 
2024. docx

 15. Quinn B, Walker P. Wes Streeting expected to tell parliament why he 
backs puberty blockers ban. The Guardian. 2024; Available from: https:// 
www. thegu ardian. com/ polit ics/ artic le/ 2024/ jul/ 15/ wes- stree ting- defen 
ds- puber ty- block er- ban- decis ion- after- labour- criti cism. Cited 2024 Oct 
15.

 16. Siddique H. Puberty blockers ban imposed by Tory government is law-
ful, high court rules. The Guardian. 2024; Available from: https:// www. 
thegu ardian. com/ socie ty/ artic le/ 2024/ jul/ 29/ puber ty- block ers- ban- 
tory- gover nment- lawful- high- court- rules. Cited 2024 Oct 15.

 17. Noone C, Southgate A, Ashman A, Quinn É, Comer D, Shrewsbury D, 
et al. Critically Appraising the Cass Report: Methodological Flaws and 
Unsupported Claims. OSF; 2024. Available from: https:// osf. io/ uhndk. 
Cited 2024 Oct 15.

 18. McNamara M, Baker K, Connelly K, Janssen A, Olson-Kennedy J, Pang 
KC, et al. An Evidence-Based Critique of "The Cass Review” on Gender-
affirming Care for Adolescent Gender Dysphoria. New Haven: Yale; 
2024. (The Integrity Project).

 19. BMA. The British Medical Association is the trade union and professional 
body for doctors in the UK. 2024. BMA to undertake an evaluation of 
the Cass Review on gender identity services for children and young 
people - BMA media centre - BMA. Available from: https:// www. bma. 
org. uk/ bma- media- centre/ bma- to- under take- an- evalu ation- of- the- 
cass- review- on- gender- ident ity- servi ces- for- child ren- and- young- peo-
ple. Cited 2024 Oct 15.

 20. Feinmann J. Nearly 900 doctors sign letter urging BMA to abandon 
inquiry into Cass review. BMJ. 2024;8(386).

 21. Budge SL, Abreu RL, Flinn RE, Donahue KL, Estevez R, Olezeski CL, 
et al. Gender Affirming Care Is Evidence Based for Transgender and 
Gender-Diverse Youth. J Adolesc Health. 2024;0(0). Available from: 
https:// www. jahon line. org/ artic le/ S1054- 139X(24) 00439-7/ abstr act. 
Cited 2024 Oct 15.

 22. Whiting P, Savović J, Higgins JPT, Caldwell DM, Reeves BC, Shea B, et al. 
ROBIS: A new tool to assess risk of bias in systematic reviews was devel-
oped. J Clin Epidemiol. 2016;1(69):225–34.

 23. Whiting P, Savović J, Higgins J, Caldwell D, Reeves B, Shea B, et al. 
ROBIS: Tool to assess risk of bias in systematic reviews. Guid Use 
ROBIS. 2015; Available from: https:// www. brist ol. ac. uk/ media- libra ry/ 
sites/ social- commu nity- medic ine/ robis/ robis guida ncedo cument. pdf. 
Cited 2025 Apr 1.

https://cass.independent-review.uk/home/publications/final-report/
https://cass.independent-review.uk/home/publications/final-report/
https://www.england.nhs.uk/publication/terms-of-reference-for-review-of-gender-identity-development-service-for-children-and-adolescents/
https://www.england.nhs.uk/publication/terms-of-reference-for-review-of-gender-identity-development-service-for-children-and-adolescents/
https://www.england.nhs.uk/publication/terms-of-reference-for-review-of-gender-identity-development-service-for-children-and-adolescents/
https://www.england.nhs.uk/commissioning/spec-services/npc-crg/gender-dysphoria-clinical-programme/implementing-advice-from-the-cass-review/independent-review-into-gender-identity-services-for-children-and-young-people/
https://www.england.nhs.uk/commissioning/spec-services/npc-crg/gender-dysphoria-clinical-programme/implementing-advice-from-the-cass-review/independent-review-into-gender-identity-services-for-children-and-young-people/
https://www.england.nhs.uk/commissioning/spec-services/npc-crg/gender-dysphoria-clinical-programme/implementing-advice-from-the-cass-review/independent-review-into-gender-identity-services-for-children-and-young-people/
https://www.england.nhs.uk/commissioning/spec-services/npc-crg/gender-dysphoria-clinical-programme/implementing-advice-from-the-cass-review/independent-review-into-gender-identity-services-for-children-and-young-people/
https://www.england.nhs.uk/commissioning/spec-services/npc-crg/gender-dysphoria-clinical-programme/implementing-advice-from-the-cass-review/independent-review-into-gender-identity-services-for-children-and-young-people/
https://cass.independent-review.uk/home/publications/interim-report/
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326348
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326348
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326112
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326112
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326347.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326347.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326500
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326500
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326499
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326499
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326760.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326760.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326681.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326681.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326669.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326669.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326670.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326670.abstract
https://www.england.nhs.uk/wp-content/uploads/2023/04/interim-service-spec-CYP-Gender-service-12-March-2024.docx
https://www.england.nhs.uk/wp-content/uploads/2023/04/interim-service-spec-CYP-Gender-service-12-March-2024.docx
https://www.england.nhs.uk/wp-content/uploads/2023/04/interim-service-spec-CYP-Gender-service-12-March-2024.docx
https://www.theguardian.com/politics/article/2024/jul/15/wes-streeting-defends-puberty-blocker-ban-decision-after-labour-criticism
https://www.theguardian.com/politics/article/2024/jul/15/wes-streeting-defends-puberty-blocker-ban-decision-after-labour-criticism
https://www.theguardian.com/politics/article/2024/jul/15/wes-streeting-defends-puberty-blocker-ban-decision-after-labour-criticism
https://www.theguardian.com/society/article/2024/jul/29/puberty-blockers-ban-tory-government-lawful-high-court-rules
https://www.theguardian.com/society/article/2024/jul/29/puberty-blockers-ban-tory-government-lawful-high-court-rules
https://www.theguardian.com/society/article/2024/jul/29/puberty-blockers-ban-tory-government-lawful-high-court-rules
https://osf.io/uhndk
https://www.bma.org.uk/bma-media-centre/bma-to-undertake-an-evaluation-of-the-cass-review-on-gender-identity-services-for-children-and-young-people
https://www.bma.org.uk/bma-media-centre/bma-to-undertake-an-evaluation-of-the-cass-review-on-gender-identity-services-for-children-and-young-people
https://www.bma.org.uk/bma-media-centre/bma-to-undertake-an-evaluation-of-the-cass-review-on-gender-identity-services-for-children-and-young-people
https://www.bma.org.uk/bma-media-centre/bma-to-undertake-an-evaluation-of-the-cass-review-on-gender-identity-services-for-children-and-young-people
https://www.jahonline.org/article/S1054-139X(24)00439-7/abstract
https://www.bristol.ac.uk/media-library/sites/social-community-medicine/robis/robisguidancedocument.pdf
https://www.bristol.ac.uk/media-library/sites/social-community-medicine/robis/robisguidancedocument.pdf


Page 17 of 18Noone et al. BMC Medical Research Methodology          (2025) 25:128  

 24. Fraser L, Hall R, Taylor J, Heathcote C, Jarvis SW, Atkin K, et al. The epide-
miology, management and outcomes of children with gender-related 
distress / gender dysphoria: a systematic review. PROSPERO; 2021. 
Available from: https:// www. crd. york. ac. uk/ prosp ero/ displ ay_ record. 
php? ID= CRD42 02128 9659

 25. Veritas Health Innovation. Covidence systematic review software. Mel-
bourne, Australia: Veritas Health Innovation; 2024. Available from: www. 
covid ence. org

 26. Goulding R, Goodwin J, O’Donovan A, Saab MM. Transgender and 
gender diverse youths’ experiences of healthcare: A systematic review 
of qualitative studies. J Child Health Care. 2023;22:13674935231222054.

 27. Jessen RS, Haraldsen IRH, Stänicke E. Navigating in the dark: Meta-
synthesis of subjective experiences of gender dysphoria amongst 
transgender and gender non-conforming youth. Soc Sci Med. 2021;281.

 28. Johnson BT, Hennessy EA. Systematic reviews and meta-analyses in the 
health sciences: Best practice methods for research syntheses. Soc Sci 
Med. 2019;1982(233):237–51.

 29. Olson KR, Gülgöz S. Early Findings From the TransYouth Project: 
Gender Development in Transgender Children. Child Dev Perspect. 
2018;12(2):93–7.

 30. Rae JR, Gülgöz S, Durwood L, DeMeules M, Lowe R, Lindquist G, 
et al. Predicting Early-Childhood Gender Transitions. Psychol Sci. 
2019;30(5):669–81.

 31. Kearns S, Kroll T, O‘Shea D, Neff K. Experiences of transgender and non-
binary youth accessing gender-affirming care: A systematic review and 
meta-ethnography. PLOS ONE. 2021;16(9):e0257194.

 32. Hong QN, Fàbregues S, Bartlett G, Boardman F, Cargo M, Dagenais 
P, et al. The Mixed Methods Appraisal Tool (MMAT) version 2018 for 
information professionals and researchers. Educ Inf. 2018;34(4):285–91.

 33. Taylor J, Hall R, Heathcote C, Hewitt CE, Langton T, Fraser L. Clinical 
guidelines for children and adolescents experiencing gender dysphoria 
or incongruence: a systematic review of guideline quality (part 1). Arch 
Dis Child. 2024; Available from: https:// adc. bmj. com/ conte nt/ early/ 
2024/ 04/ 09/ archd ischi ld- 2023- 326499. abstr act. Cited 2024 Apr 13.

 34. Brouwers MC, Kho ME, Browman GP, Burgers JS, Cluzeau F, Feder G, et al. 
AGREE II: advancing guideline development, reporting and evaluation 
in health care. CMAJ Can Med Assoc J. 2010;182(18):E839–42.

 35. Kruse MI, Clarizio A, Karabelas-Pittman S, Bigham BL, Upadhye S. 
Systematic Review, Quality Assessment, and Synthesis of Guidelines 
for Emergency Department Care of Transgender and Gender-diverse 
People: Recommendations for Immediate Action to Improve Care. West 
J Emerg Med. 2024;25(1). Available from: https:// escho larsh ip. org/ uc/ 
item/ 90h81 1cd. Cited 2024 Jun 5.

 36. Ziegler E, Carroll B, Charnish E. Review and Analysis of International 
Transgender Adult Primary Care Guidelines. Transgender Health. 
2021;6(3):139–47.

 37. Ziegler E, Charnish E, Carroll B, Layman-Pleet L. A Critical Review of 
Clinical Practice Guidelines for Care of Transgender and Gender Diverse 
Children and Youth for Use by Primary Care Practitioners. Transgender 
Health. 2022;7(5):397–406.

 38. Wells G, Shea B, O’Connell D, Robertson J, Peterson J, Welch V, et al. The 
Newcastle-Ottawa Scale (NOS) for Assessing the Quality of Nonrand-
omized Studies in Meta-Analysis. 2000; Available from: http:// www3. 
med. unipmn. it/ dispe nse_ ebm/ 2009- 2010/ Corso% 20Per fezio namen 
to% 20EBM_ Faggi ano/ NOS_ oxford. pdf. Cited 2024 Jun 5.

 39. Stang A. Critical evaluation of the Newcastle-Ottawa scale for the 
assessment of the quality of nonrandomized studies in meta-analyses. 
Eur J Epidemiol. 2010;25(9):603–5.

 40. Stang A, Jonas S, Poole C. Case study in major quotation errors: a 
critical commentary on the Newcastle-Ottawa scale. Eur J Epidemiol. 
2018;33(11):1025–31.

 41. Herbison P, Hay-Smith J, Gillespie WJ. Adjustment of meta-analyses 
on the basis of quality scores should be abandoned. J Clin Epidemiol. 
2006;59(12):1249–56.

 42. Viswanathan M, Ansari MT, Berkman ND, Chang S, Hartling L, 
McPheeters M, et al. Assessing the Risk of Bias of Individual Studies in 
Systematic Reviews of Health Care Interventions. In: Methods Guide for 
Effectiveness and Comparative Effectiveness Reviews. Rockville (MD): 
Agency for Healthcare Research and Quality (US); 2008. (AHRQ Methods 
for Effective Health Care). Available from: http:// www. ncbi. nlm. nih. gov/ 
books/ NBK91 433/. Cited 2024 Jun 4.

 43. Higgins J, Thomas J, Chandler J, Cumpston M, Li T, Page M, et al. 
Cochrane Handbook for Systematic Reviews of Interventions. Cochrane; 
2023. Available from: https:// train ing. cochr ane. org/ handb ook. Cited 
2024 Jun 4.

 44. Sterne JA, Hernán MA, Reeves BC, Savović J, Berkman ND, Viswanathan 
M, et al. ROBINS-I: a tool for assessing risk of bias in non-randomised 
studies of interventions. BMJ. 2016;355. Available from: https:// www. 
bmj. com/ conte nt/ 355/ bmj. i4919. Cited 2024 Jun 5.

 45. Harvey LA, Dijkers MP. Should trials that are highly vulnerable to bias be 
excluded from systematic reviews? Spinal Cord. 2019;57(9):715–6.

 46. Kolaski K, Logan LR, Ioannidis JPA. Guidance to best tools and practices 
for systematic reviews. Syst Rev. 2023;12(1):96.

 47. López de Lara D, Pérez Rodríguez O, Cuellar Flores I, Pedreira Masa JL, 
Campos-Muñoz L, Cuesta Hernández M, et al. Psychosocial assessment 
in transgender adolescents. An Pediatría Engl Ed. 2020;93(1):41–8.

 48. Grannis C, Leibowitz SF, Gahn S, Nahata L, Morningstar M, Mattson 
WI, et al. Testosterone treatment, internalizing symptoms, and body 
image dissatisfaction in transgender boys. Psychoneuroendocrinology. 
2021;132:105358.

 49. Green AE, DeChants JP, Price MN, Davis CK. Association of Gender-
Affirming Hormone Therapy With Depression, Thoughts of Suicide, 
and Attempted Suicide Among Transgender and Nonbinary Youth. J 
Adolesc Health. 2022;70(4):643–9.

 50. Kaltiala R, Heino E, Työläjärvi M, Suomalainen L. Adolescent develop-
ment and psychosocial functioning after starting cross-sex hormones 
for gender dysphoria. Nord J Psychiatry. 2020;74(3):213–9.

 51. Allen LR, Watson LB, Egan AM, Moser CN. Well-being and suicidality 
among transgender youth after gender-affirming hormones. Clin Pract 
Pediatr Psychol. 2019;7(3):302–11.

 52. Miroshnychenko A, Ibrahim S, Roldan Y, Kulatunga-Moruzi C, Montante 
S, Couban R, et al. Gender affirming hormone therapy for individuals 
with gender dysphoria aged <26 years: a systematic review and meta-
analysis. Arch Dis Child. 2025; Available from: https:// adc. bmj. com/ 
conte nt/ early/ 2025/ 02/ 11/ archd ischi ld- 2024- 327921. Cited 2025 Mar 
19.

 53. Grijseels DM. Biological and psychosocial evidence in the Cass Review: 
a critical commentary. Int J Transgender Health. 2024. [cited 2024 Oct 
16]; Available from: https://www.tandfonline.com/doi/abs/https:// doi. 
org/ 10. 1080/ 26895 269. 2024. 23623 04.

 54. Coleman E, Radix AE, Bouman WP, Brown GR, de Vries ALC, 
Deutsch MB, et al. Standards of Care for the Health of Transgender 
and Gender Diverse People, Version 8. Int J Transgender Health. 
2022;23(sup1):S1-259.

 55. Crocq MA. How gender dysphoria and incongruence became 
medical diagnoses – a historical review. Dialogues Clin Neurosci. 
2021;23(1):44–51.

 56. Pannucci CJ, Wilkins EG. Identifying and Avoiding Bias in Research: Plast 
Reconstr Surg. 2010;126(2):619–25.

 57. Tancredi S, Cullati S, Chiolero A. Screening and Surveillance Bias in 
Cancer. Epidemiologia. 2023;4(2):117–20.

 58. Ely JW, Dawson JD, Lemke JH, Rosenberg J. An Introduction to Time-
Trend Analysis. Infect Control Hosp Epidemiol. 1997;18(4):267–74.

 59. Gates GJ, Brown TN. Marriage and same-sex couples after Obergefell. 
JSTOR; 2015. Available from: https:// www. jstor. org/ stable/ pdf/ resre 
p34951. pdf. Cited 2025 Mar 19.

 60. Gallup. Gallup.com. 2024. LGBTQ+ Identification in U.S. Now at 7.6%. 
Available from: https:// news. gallup. com/ poll/ 611864/ lgbtq- ident ifica 
tion. aspx. Cited 2025 Mar 19.

 61. Ashley F. Shifts in Assigned Sex Ratios at Gender Identity Clinics Likely 
Reflect Changes in Referral Patterns. J Sex Med. 2019;16(6):948–9.

 62. Meadow T. Trans kids: Being gendered in the twenty-first century. 
Univ of California Press; 2018. Available from: https:// books. google. 
com/ books? hl= en& lr= & id= ZrNcD wAAQB AJ& oi= fnd& pg= PT8& dq= 
meado ws+ 2018+ trans gender+ ident ity& ots= s7kTT uG7PU & sig= NV9Zo 
MwDN7 awY- PA_ hl2gE bJbiQ. Cited 2025 Apr 1.

 63. Gill-Peterson J. Histories of the Transgender Child. University of Min-
nesota Press; 2018. Available from: https://www.jstor.org/stable/https:// 
doi. org/ 10. 5749/j. ctv75 d87g. Cited 2025 Apr 1.

 64. Spivey LA, Huebner DM, Diamond LM. Parent responses to childhood 
gender nonconformity: Effects of parent and child characteristics. 
Psychol Sex Orientat Gend Divers. 2018;5(3):360–70.

https://www.crd.york.ac.uk/prospero/display_record.php?ID=CRD42021289659
https://www.crd.york.ac.uk/prospero/display_record.php?ID=CRD42021289659
http://www.covidence.org
http://www.covidence.org
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326499.abstract
https://adc.bmj.com/content/early/2024/04/09/archdischild-2023-326499.abstract
https://escholarship.org/uc/item/90h811cd
https://escholarship.org/uc/item/90h811cd
http://www3.med.unipmn.it/dispense_ebm/2009-2010/Corso%20Perfezionamento%20EBM_Faggiano/NOS_oxford.pdf
http://www3.med.unipmn.it/dispense_ebm/2009-2010/Corso%20Perfezionamento%20EBM_Faggiano/NOS_oxford.pdf
http://www3.med.unipmn.it/dispense_ebm/2009-2010/Corso%20Perfezionamento%20EBM_Faggiano/NOS_oxford.pdf
http://www.ncbi.nlm.nih.gov/books/NBK91433/
http://www.ncbi.nlm.nih.gov/books/NBK91433/
https://training.cochrane.org/handbook
https://www.bmj.com/content/355/bmj.i4919
https://www.bmj.com/content/355/bmj.i4919
https://adc.bmj.com/content/early/2025/02/11/archdischild-2024-327921
https://adc.bmj.com/content/early/2025/02/11/archdischild-2024-327921
https://doi.org/10.1080/26895269.2024.2362304
https://doi.org/10.1080/26895269.2024.2362304
https://www.jstor.org/stable/pdf/resrep34951.pdf
https://www.jstor.org/stable/pdf/resrep34951.pdf
https://news.gallup.com/poll/611864/lgbtq-identification.aspx
https://news.gallup.com/poll/611864/lgbtq-identification.aspx
https://books.google.com/books?hl=en&lr=&id=ZrNcDwAAQBAJ&oi=fnd&pg=PT8&dq=meadows+2018+transgender+identity&ots=s7kTTuG7PU&sig=NV9ZoMwDN7awY-PA_hl2gEbJbiQ
https://books.google.com/books?hl=en&lr=&id=ZrNcDwAAQBAJ&oi=fnd&pg=PT8&dq=meadows+2018+transgender+identity&ots=s7kTTuG7PU&sig=NV9ZoMwDN7awY-PA_hl2gEbJbiQ
https://books.google.com/books?hl=en&lr=&id=ZrNcDwAAQBAJ&oi=fnd&pg=PT8&dq=meadows+2018+transgender+identity&ots=s7kTTuG7PU&sig=NV9ZoMwDN7awY-PA_hl2gEbJbiQ
https://books.google.com/books?hl=en&lr=&id=ZrNcDwAAQBAJ&oi=fnd&pg=PT8&dq=meadows+2018+transgender+identity&ots=s7kTTuG7PU&sig=NV9ZoMwDN7awY-PA_hl2gEbJbiQ
https://doi.org/10.5749/j.ctv75d87g
https://doi.org/10.5749/j.ctv75d87g


Page 18 of 18Noone et al. BMC Medical Research Methodology          (2025) 25:128 

 65. de Graaf NM, Carmichael P, Steensma TD, Zucker KJ. Evidence for a 
Change in the Sex Ratio of Children Referred for Gender Dysphoria: 
Data From the Gender Identity Development Service in London 
(2000–2017). J Sex Med. 2018;15(10):1381–3.

 66. Turban JL, Loo SS, Almazan AN, Keuroghlian AS. Factors Leading to 
“Detransition” Among Transgender and Gender Diverse People in the 
United States: A Mixed-Methods Analysis. LGBT Health. 2021;8(4):273–80.

 67. Jamie K, Rathbone AP. Using theory and reflexivity to preserve meth-
odological rigour of data collection in qualitative research. Res Methods 
Med Health Sci. 2022;3(1):11–21.

 68. Abbasi K. The Cass review: an opportunity to unite behind evidence 
informed care in gender medicine. BMJ. 2024;11(385).

 69. Horton C. The importance of child voice in trans health research: a 
critical review of research on social transition and well-being in trans 
children. Int J Transgender Health. 2023;0(0):1–18.

 70. Shamseer L, Moher D, Clarke M, Ghersi D, Liberati A, Petticrew M, et al. 
Preferred reporting items for systematic review and meta-analysis pro-
tocols (PRISMA-P) 2015: elaboration and explanation. BMJ. 2015;2(349).

 71. Eden J, Levit L, Berg A, Morton S, editors. Finding What Works in Health 
Care: Standards for Systematic Reviews. Washington (DC): National 
Academies Press (US); 2011. Available from: http:// www. ncbi. nlm. nih. 
gov/ books/ NBK20 9518/. [cited 2024 Jun 4]

 72. Zhou Q, He H, Li Q, Zhao J, Wang L, Luo Z, et al. Patient and public 
involvement in systematic reviews: frequency, determinants, stages, 
barriers, and dissemination. J Clin Epidemiol. 2024;1(170).

 73. Lefebvre C, Glanville J, Briscoe S, Littlewood A, Marshall C, Metzendorf 
MI, et al. Searching for and selecting studies. In: Cochrane Handbook 
for Systematic Reviews of Interventions. John Wiley & Sons, Ltd; 2019. p. 
67–107. Available from: https://onlinelibrary.wiley.com/doi/abs/https:// 
doi. org/ 10. 1002/ 97811 19536 604. ch4. Cited 2024 Oct 15.

 74. Chew D, Anderson J, Williams K, May T, Pang K. Hormonal Treatment in 
Young People With Gender Dysphoria: A Systematic Review. Pediatrics. 
2018;141(4).

 75. Ramos GGF, Mengai ACS, Daltro CAT, Cutrim PT, Zlotnik E, Beck APA. Sys-
tematic Review: Puberty suppression with GnRH analogues in adoles-
cents with gender incongruity. J Endocrinol Invest. 2021;44(6):1151–8.

 76. Rew L, Young CC, Monge M, Bogucka R. Review: Puberty blockers for 
transgender and gender diverse youth—a critical review of the litera-
ture. Child Adolesc Ment Health. 2021;26(1):3–14.

 77. Horwitz RI, Abell JE, Christian JB, Wivel AE. Right Answers, Wrong Ques-
tions in Clinical Research. Sci Transl Med. 2014;6(221). Available from: 
https://www.science.org/doi/https:// doi. org/ 10. 1126/ scitr anslm ed. 
30076 49. Cited 2024 Jun 4.

 78. Frieden TR. Evidence for Health Decision Making — Beyond Rand-
omized, Controlled Trials. Drazen JM, Harrington DP, McMurray JJV, Ware 
JH, Woodcock J, editors. N Engl J Med. 2017;377(5):465–75.

 79. Wadhwa M, Cook TD. The Set of Assumptions Randomized Control 
Trials Make and Their Implications for the Role of Such Experiments in 
Evidence-Based Child and Adolescent Development Research. New Dir 
Child Adolesc Dev. 2019;2019(167):17–37.

 80. Ashley F, Tordoff DM, Olson-Kennedy J, Restar AJ. Randomized-
controlled trials are methodologically inappropriate in adolescent 
transgender healthcare. Int J Transgender Health. 2023;0(0):1–12.

 81. Hembree WC, Cohen-Kettenis PT, Gooren L, Hannema SE, Meyer WJ, 
Murad MH, et al. Endocrine Treatment of Gender-Dysphoric/Gender-
Incongruent Persons: An Endocrine Society* Clinical Practice Guideline. 
J Clin Endocrinol Metab. 2017;102(11):3869–903.

 82. Ashley F. Adolescent Medical Transition is Ethical: An Analogy with 
Reproductive Health. Kennedy Inst Ethics J. 2022;32(2):127–71.

 83. WHO. World Health Organisation. Gender incongruence and transgen-
der health in the ICD. Available from: https:// www. who. int/ stand ards/ 
class ifica tions/ frequ ently- asked- quest ions/ gender- incon gruen ce- and- 
trans gender- health- in- the- icd. Cited 2024 Oct 15.

 84. European Union Agency for Fundamental Rights. Fundamental rights 
report 2017. LU: Publications Office; 2017. Available from: https://data.
europa.eu/doi/https:// doi. org/ 10. 2811/ 847592. Cited 2024 Jun 4.

 85. Yogyakarta Principles. The Yogyakarta Principles. 2007. Available from: 
https:// yogya karta princ iples. org/ princ iples- en/. Cited 2024 Jun 4.

 86. Crosse L. Respecting the free will, authenticity and autonomy of 
transgender youth. Nurs Ethics. 2023;1:09697330231180743.

 87. Durwood L, Kuvalanka KA, Kahn-Samuelson S, Jordan AE, Rubin JD, 
Schnelzer P, et al. Retransitioning: The experiences of youth who 
socially transition genders more than once. Int J Transgender Health. 
2022;23(4):409–27.

 88. Bergamin J, Luigjes J, Kiverstein J, Bockting CL, Denys D. Defining 
Autonomy in Psychiatry Front Psychiatry. 2022;13: 801415.

 89. WHO. Sexual health. 2006. Available from: https:// www. who. int/ teams/ 
sexual- and- repro ducti ve- health- and- resea rch- (srh)/ areas- of- work/ 
sexual- health. Cited 2024 Jun 5.

 90. Garbi M. National Institute for Health and Care Excellence clinical 
guidelines development principles and processes. Heart Br Card Soc. 
2021;107(12):949–53.

 91. Marshall C, Zambeaux A, Ainley E, McNally D, King J, Wolfenden L, et al. 
NHS England Always Events® program: Developing a national model 
for co-production. Patient Exp J. 2019;6(1):154–65.

 92. Cass H. Cass Review. 2024. Final report – FAQs. Available from: https:// 
cass. indep endent- review. uk/ home/ publi catio ns/ final- report/ final- 
report- faqs/. Cited 2024 Jun 4.

 93. Alexander PE, Bero L, Montori VM, Brito JP, Stoltzfus R, Djulbegovic 
B, et al. World Health Organization recommendations are often 
strong based on low confidence in effect estimates. J Clin Epidemiol. 
2014;67(6):629–34.

 94. Adams N, Pearce R, Veale J, Radix A, Castro D, Sarkar A, et al. Guid-
ance and Ethical Considerations for Undertaking Transgender Health 
Research and Institutional Review Boards Adjudicating this Research. 
Transgender Health. 2017;2(1):165–75.

 95. Asquith A, Sava L, Harris AB, Radix AE, Pardee DJ, Reisner SL. Patient-
centered practices for engaging transgender and gender diverse 
patients in clinical research studies. BMC Med Res Methodol. 
2021;21(1):202.

 96. Deutsch MB, Radix A, Reisner S. What’s in a Guideline? Developing 
Collaborative and Sound Research Designs that Substantiate Best 
Practice Recommendations for Transgender Health Care. AMA J Ethics. 
2016;18(11):1098–106.

 97. Bowman SJ, Casey LJ, McAloon J, Wootton BM. Assessing gender 
dysphoria: A systematic review of patient-reported outcome measures. 
Psychol Sex Orientat Gend Divers. 2022;9(4):398–409.

 98. Kamran R, Jackman L, Laws A, Stepney M, Harrison C, Jain A, et al. 
Practical guide to implementing patient-reported outcome measures 
in gender-affirming care: evaluating acceptability, appropriateness and 
feasibility. BMJ Open Qual. 2024;13(2).

 99. Tebbe EA, Budge SL. Research With Trans Communities: Applying a 
Process-Oriented Approach to Methodological Considerations and 
Research Recommendations. Couns Psychol. 2016;44(7):996–1024.

 100. PCORI. Methodological Standards and Patient-Centeredness in 
Comparative Effectiveness Research: The PCORI Perspective. JAMA. 
2012;307(15):1636–40.

 101. Perry R, Whitmarsh A, Leach V, Davies P. A comparison of two assess-
ment tools used in overviews of systematic reviews: ROBIS versus 
AMSTAR-2. Syst Rev. 2021;10(1):273.

 102. Pollock M, Fernandes RM, Becker LA, Pieper D, Hartling L. Chapter V: 
Overviews of Reviews. In: Cochrane Handbook for Systematic Reviews 
of Interventions [Internet]. Cochrane; 2023 [cited 2024 Aug 14]. Avail-
able from: https:// train ing. cochr ane. org/ handb ook/ curre nt/ chapt er-v

 103. Shea BJ, Reeves BC, Wells G, Thuku M, Hamel C, Moran J, et al. AMSTAR 
2: a critical appraisal tool for systematic reviews that include ran-
domised or non-randomised studies of healthcare interventions, or 
both. BMJ. 2017;21.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

http://www.ncbi.nlm.nih.gov/books/NBK209518/
http://www.ncbi.nlm.nih.gov/books/NBK209518/
https://doi.org/10.1002/9781119536604.ch4
https://doi.org/10.1002/9781119536604.ch4
https://doi.org/10.1126/scitranslmed.3007649
https://doi.org/10.1126/scitranslmed.3007649
https://www.who.int/standards/classifications/frequently-asked-questions/gender-incongruence-and-transgender-health-in-the-icd
https://www.who.int/standards/classifications/frequently-asked-questions/gender-incongruence-and-transgender-health-in-the-icd
https://www.who.int/standards/classifications/frequently-asked-questions/gender-incongruence-and-transgender-health-in-the-icd
https://doi.org/10.2811/847592
https://yogyakartaprinciples.org/principles-en/
https://www.who.int/teams/sexual-and-reproductive-health-and-research-(srh)/areas-of-work/sexual-health
https://www.who.int/teams/sexual-and-reproductive-health-and-research-(srh)/areas-of-work/sexual-health
https://www.who.int/teams/sexual-and-reproductive-health-and-research-(srh)/areas-of-work/sexual-health
https://cass.independent-review.uk/home/publications/final-report/final-report-faqs/
https://cass.independent-review.uk/home/publications/final-report/final-report-faqs/
https://cass.independent-review.uk/home/publications/final-report/final-report-faqs/
https://training.cochrane.org/handbook/current/chapter-v

	Critically appraising the cass report: methodological flaws and unsupported claims
	Abstract 
	Background 
	Methods 
	Results 
	Conclusions 

	Background
	Methods
	Results
	Domain 1: Study eligibility criteria
	Domain 2: Identification and selection of studies
	Domain 3: Data collection and study appraisal
	Domain 4: Synthesis and findings
	The primary research and related claims in the cass review’s final report

	Discussion
	The future application of EBM in Gender Affirming Healthcare
	Strengths and Limitations
	Conclusions
	Acknowledgements
	References


