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ABSTRACT

Objectives To describe the clinical presentation and
sequelae, including salt-wasting crises of newly-
diagnosed congenital adrenal hyperplasia (CAH) in
children aged over 1 year in a contemporary population
without screening. To appraise the potential benefit of
newborn screening for late-presenting CAH.

Design Active national surveillance undertaken in Great
Britain prospectively from 2007-2009 through the
British Paediatric Surveillance Unit.

Setting England, Wales and Scotland.

Patients Children first presenting aged 1-15 years
with clinical features of CAH and elevated
17-hydroxyprogesterone.

Results Fifty-eight children (26 [45%] boys) aged
1-15 years were reported; 50 (86%) had 21-hydroxylase
deficiency. Diagnosis was precipitated by secondary
sexual characteristics (n=38 [66%)]; median age 5.8
[IQR] 4.8, 7.6) years, genital virilisation (8 girls; 3.2 [IQR
1.3, 7.3] years) or an affected sibling (n=8; 10.0 [IQR
7.4, 13.3] years). At least 33 (57%) children had
advanced bone age and 13 (30%) were obese (body
mass index >95th centile). No child had experienced a
salt-wasting crisis.

Conclusions In Great Britain, 30 children aged

1-15 years present annually for the first time with CAH.
Older children frequently manifest prematurely advanced
epiphyseal and pubertal maturation and genital
virilisation, which are often irreversible and likely to have
long-lasting consequences for adult health and
wellbeing. Almost one-third of affected children are
obese before commencing steroid therapy. Newborn
screening offers the potential to avoid serious clinical
manifestations in older children with unrecognised CAH;
however, it may also detect some children who would
otherwise remain asymptomatic and for whom the
benefit from treatment is uncertain.

INTRODUCTION
Congenital adrenal hyperplasia (CAH) refers to a
group of recessively inherited enzyme deficiencies
influencing adrenal steroid production, leading to
decreased cortisol and aldosterone and excessive
androgens.! It affects approximately one in 18 000
liveborn infants in the UK, but not all cases are
diagnosed within the first year of life.> Newborn
screening for CAH is not currently undertaken in
the UK although this is under review by the
National Screening Committee.>

Three forms of CAH are often described: clas-
sical CAH comprises salt-wasting (SW) and simple

» Congenital adrenal hyperplasia (CAH)
presenting in older children is often considered
‘late-onset’ or ‘non-classical’, but may also be
due to delayed recognition of simple-virilising
or salt-wasting forms.

» If CAH remains untreated due to delayed
recognition, excess androgen production can
stimulate progressive virilisation, premature
epiphyseal and sexual maturation and lead to
infertility.

» CAH is a lifelong, chronic condition and
reduced quality of life has been demonstrated
in affected adults in the UK.

» Each year in Great Britain, in an unscreened
population, around 30 children aged over
1 year are clinically diagnosed with congenital
adrenal hyperplasia.

» Two-thirds of children presented at primary
school age with premature secondary sexual
characteristics, 57% children had advanced
bone age and 25% girls presented with
virilisation.

» Newborn screening could potentially avert the
significant late impacts on health and quality
of life, in addition to reducing neonatal
mortality and adrenal crises.

virilising (SV) forms, while a late-onset form is fre-
quently termed non-classical (NC). In newborns,
SW-CAH can lead to life-threatening crises due to
the inability to maintain sodium balance, while
SV-CAH often manifests as female genital virilisa-
tion. Key presenting features in older children
include premature pubarche and accelerated early
growth leading to premature epiphyseal maturation
and adult short stature.® * Recently, concern has
also been raised about obesity.® © If untreated,
excess androgen production stimulates progressive
virilisation, premature pubic hair development,
girls may not develop regular menses and infertility
is possible in both sexes.! Research into the psycho-
social impact has hitherto primarily concerned the

30

Knowles RL, et al. Arch Dis Child 2014;99:30-34. doi:10.1136/archdischild-2012-303070

ybLAdod Ag pajoajold 1sanb Ag 6TOZ ‘€2 Jaquiaidas uo /wod g ope//:dny woly papeojumod "€TOZ Jaquiaidas 9T uo 0L0£0€-2T0Z-PIYISIPYDIe/9eTT 0T St paysiignd isil :pjiyD sid yaIy


http://adc.bmj.com/

masculinising effects of excess androgen on the female brain;’
however, reduced quality of life has been demonstrated for
adults with CAH.® Although steroid replacement therapy should
avert adrenal crises and facilitate normal development, CAH has
a lifelong impact on health.’

While the epidemiology of infants is well-describe
fewer reports exist of clinical presentation with CAH in older
children® in whom life-threatening episodes are rare but who
nonetheless experience avoidable adverse sequelae. We used
data collected through the British Paediatric Surveillance Unit
(BPSU), which obtained over a 2-year period, notifications of all
new CAH diagnoses in children aged 15 years and under resi-
dent in Great Britain. Specifically, we estimated the incidence of
late clinical presentation and its associated complications.

d,2 10 11

METHODS

Active surveillance for CAH in children aged 0-15 years in
Great Britain was undertaken prospectively from 2007 to 2009
through the BPSU, a national paediatric rare disease surveillance
system involving almost all UK consultant paediatricians
(n=3000). Every month paediatricians return a postal Orange
card, listing approximately 10 conditions under surveillance,
stating the number of children diagnosed with each condition in
the previous month or indicating ‘no cases to report’. As
described in our earlier paper,” cases of CAH were defined by
specified clinical features in association with elevated plasma
17-hydroxyprogesterone (17-OHP). Clinicians reporting a case
subsequently completed a detailed questionnaire using each
child’s hospital case notes. In accordance with BPSU surveillance
methodology, clinicians were not asked to arrange additional
clinic visits or to perform any additional tests or examinations.

Findings from diagnostic investigations, such as 17OHB urinary
steroids, DNA and synacthen stimulation were reported by clini-
cians against local age-standardised reference norms. As there
was considerable variation in the tests performed and reference
standards used in local clinical practice, all completed question-
naires were reviewed centrally by an expert panel of clinicians
who determined whether a child had CAH or not on the basis
of the clinical presentation and investigations reported by local
clinicians.

Age-specific incidence of diagnosis was calculated, excluding
children notified in the first reporting month to ensure that
prevalent cases were not included. Height and weight z-scores
were standardised for age and sex against the British 1990
growth reference.'® Analyses were performed using Stata SE
V.11 (StataCorp, College Station, Texas, USA).

Ethical approvals were obtained (ref: 07/ MRE12/25; PIAG/
BPSU 1-05(FT4)/2007).

RESULTS

During 25 months of surveillance, 144 children with new diag-
noses of CAH were identified by clinicians working at 53 insti-
tutions. The monthly BPSU card return rate was 92%-94% and
the questionnaire completion rate for CAH case reports was
95%. As described previously,®> 86 children (36 boys) presented
within the first year of life (genital virilisation=37; SW
crisis=30, affected sibling=12, other=8). Of 60 children pre-
senting after age 1 year, two with precocious puberty were
determined not to have CAH after expert panel review. In this
paper, we describe 58 children who presented clinically with
CAH aged 1-15 years (median age 5.9 [IQR 4.7, 8.4] years;
table 1).

Table 1 Characteristics of children with late-presenting CAH (n=58)
Al EhiE Male Median age
Characteristics n (% of 58) n Years Interquartile range (IQR)
All children 58 - 5.9 4.7, 84
Subtype
21-hydroxylase deficiency 50 86 21 5.6 42,78
11B-hydroxylase deficiency 6 10 <5 9.1 6.4, 13.9
Sex
Boys (M) 26 45 - 5.4 4.2, 8.1
Girls (F) 32 55 - 6.4 4.7, 84
Ethnicity
White 40 69 18 5.5 45,76
Asian/British Asian* 12 21 6 7.7 3.1,133
Other 6 10 <5 7.4 6.3, 10.1
Clinical features at first presentation
Secondary sexual characteristicst 38 66 20 5.8 48 76
Female genital virilisation 8 14 0 3.2 1.3, 7.3
Affected sibling$ 8 14 <5 10.0 74, 133
Genetic mutations
No genetic testing undertaken§ 27 46 13 73 54,96
Genetic testing—results not provided 15 26 <5 6.3 4.2, 9.0
Genetic testing—results available 16 28 9 4.7 3.3 54

Note: To avoid disclosure cells with n<5 have not been included; not all sections include 58 individuals.

Numbers in italics in the IQR column are the 25th and 75th centile.

*Asian/British Asian denotes Indian, Pakistani or Bangladeshi ethnic origin (UK Census 2001).

tThese were also described by some clinicians as ‘precocious puberty’.

tFeatures at presentation included advanced bone age, secondary sexual characteristics, adrenal insufficiency, virilisation and hypertension; more than one feature was noted in some

individuals.

§Children in whom genotyping was not requested were older than those genotyped (Mann-Whitney p=0.04). Clinicians were unable to provide DNA results in 16 cases.

CAH, congenital adrenal hyperplasia.
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The annual age-specific incidence (risk) of CAH diagnosis
between 1 and 15 years of age (based on 52 children notified
between 1 September 2007 and 31August 2009) was 0.23 per
100 000 children (Fisher’s exact 95% CIs 0.19 to 0.33) and did
not differ by sex (data not shown).

Boys comprised 45% of those with late-presenting CAH
(n=26; 95% CI 32% to 58%). Median age at first clinical pres-
entation was similar for both sexes (table 1; Mann—Whitney
p=0.40). The most frequently encountered subtypes were
21-hydroxylase and 11B-hydroxylase deficiency (table 1). Forty
children (69%) were white British and 12 (21%) were Asian/
British Asian ethnicity.

Diagnosis was most frequently precipitated by presentation
with secondary sexual characteristics (table 1), which occurred
at a median age of 5.8 (IQR 4.8, 7.6) years. Four additional
children, investigated after diagnosis of CAH in a sibling also
demonstrated secondary sexual characteristics. Eight girls first
presented with virilisation: six at Prader stage land two at stage
3 or 4. Nine girls who presented due to secondary sexual char-
acteristics or an affected sibling were also virilised (Prader 1
or 2). Of eight children investigated only after a sibling was
diagnosed, six had clinical signs (table 1). No child experienced
adrenal crisis, defined as a life-threatening state of cardiovascu-
lar collapse; however, five children manifested adrenal insuffi-
ciency (biochemical changes indicating inadequate cortisol
production) at first presentation and, in one additional child,
this developed subsequently. Median interval from initial suspi-
cion to confirmation of CAH was 33 days (IQR 14, 59 days;
n=51) and did not differ by sex or ethnicity (data not shown).

Median 17-OHP concentration reported for 50 (86%) chil-
dren at presentation without synacthen stimulation was 95 (IQR
25, 208) nmol/L. Subsequent diagnostic investigation varied; 32
children had a synacthen stimulation test, reported as ‘abnormal’
in all cases and 40 children had urinary steroid profiling which
was diagnostic in 38 cases. DNA results were available for 16
children (table 1; DNA results unavailable=15). The most fre-
quently observed mutations were g.999T>A (9 children),
2.655A/C>G (5 children) and g.1683G>T (4 children).

At notification, 48 (83%) children had commenced gluco-
corticoid, and seven, mineralocorticoid replacement therapy.
Almost 90% (n=52) were referred to another specialist, usually
a paediatric endocrinologist (n=42) or geneticist (n=21).

Although 32 children were reported to have ‘accelerated
growth’, this precipitated diagnosis in only two; however,
routine growth monitoring in England is undertaken only at
ages 5 and 11 years.'® Bone age was assessed in 36 (63%) chil-
dren and was advanced in 33, appropriate in two and retarded
in one relative to chronological age (magnitude not reported).

Height, weight and body mass index (BMI) SD scores (SDS)
at diagnosis were estimated for 44 children (figure 1). Height
SDS was >2.0SD in 39% (17/44) children, all diagnosed aged
under 11 years, but <1.0SD in all four children diagnosed after
11 years. Weight SDS was >2.0SD in 41% (18/44) children and
did not show any clear pattern with age. BMI ranged from 14
to 37; 13 (30%; 4 boys; 9 girls) were obese (BMI >95th
centile'®).

DISCUSSION

We report the incidence and clinical features of new diagnoses
of CAH in children aged over 1 year in Great Britain ascertained
through active national surveillance of over 3000 paediatricians
with a 94% monthly response rate. We estimate 30 children
aged 1-1S5 years are diagnosed annually with CAH with over-
representation of children of Asian ethnic origin.'* The age-
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Figure 1  SD scores (SDS) for height and weight at first presentation

with congenital adrenal hyperplasia for children over 1 year of age
(n=44). (A) Height SDS. (B) Weight SDS. (C) Body mass index (BMI) SDS.

specific risk of new CAH diagnosis aged 1-15 years is low at
0.23 per 100 000 in comparison with 5.5 per 100 000 children
aged under 1 year,” suggesting that most affected children are
diagnosed during infancy.

Diagnosis in three-quarters of children was precipitated by
premature secondary sexual characteristics at a median age of
6 years. At diagnosis, 50% of girls had virilised genitalia and at
least half of all children had advanced bone age. Although one
in seven children were investigated only after their sibling had
been diagnosed, most had signs of CAH when examined.
Premature pubarche, genital virilisation and advanced bone age
are largely irreversible and have long-lasting implications for
health. While the rationale for early detection is primarily pre-
vention of SW crises, newborn screening also offers the poten-
tial to avoid serious clinical manifestations of CAH in older
children.

Major strengths of this study were the high case ascertain-
ment and questionnaire completion rate due to active surveil-
lance. Nevertheless, it is possible that some affected children
were not reported by clinicians or remain undiagnosed, particu-
larly those with mild or asymptomatic CAH, resulting in a bias
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towards reporting more severe cases. Laboratory surveillance
did not have coverage of the whole UK and was not fully inde-
pendent. So, we were unable to perform capture-recapture’
analyses to estimate completeness of ascertainment. As we were
restricted to requesting information available from case notes,
some analyses, such as gene mutations were limited by clinical
practice and small sample sizes. NC-CAH phenotype has been
associated with g.1683G>T and g.89C>T gene mutations,
which were the least severe mutations found in six study chil-
dren. In eight further children in our sample, the least severe
mutation was g.999T>A and in two children the mutation was
g.655A/C>G; these have been associated with SV-CAH and
SW-CAH phenotypes respectively.'® Speiser has suggested that
the penetrance of genes for NC-CAH varies between
populations."”

Previous population-based paediatric surveillance studies in
Australia’® and the Netherlands,'! report little detail of postin-
fant diagnoses. Thilen’s® retrospective case series from Sweden
provide data from an unscreened population during 1969-1986
and included 29 children presenting between 1 and 14 years of
age; median age at diagnosis was 4 years and median delay in
confirming the diagnosis was 17 months after initial symptoms.
Children diagnosed after 1 year old had bone ages advanced by a
mean 55 months and final height for most was 1.0SD below the
population mean. Eugster* demonstrated that children treated
appropriately for CAH achieved a final height within 1.0SD of
the mid-parental prediction and emphasised that diagnosis
within the first year of life was a crucial factor. Nevertheless
Nordenstrom has cautioned that, with the advent of newborn
screening in Sweden, some children with mild disease may be
receiving excess steroid replacement therapy and experiencing a
detrimental effect on growth.'® Our data from an untreated
population of children with CAH are consistent with previous
findings of accelerated epiphyseal maturation leading to short
stature. Although children diagnosed after age 11 years within
our study had reduced height z-scores, we did not collect longitu-
dinal data or parental heights, so cannot draw conclusions about
target height or individual growth trajectories.

Glucocorticoid therapy does not provide physiological steroid
replacement and an association with obesity, hypertension and
metabolic syndrome in children with CAH has been proposed;
there is also increasing evidence that CAH-related obesity places
affected adults at higher risk of cardiovascular complications.® ¢ *
In our study, we found that 21% boys and 41% girls aged
1-15 years were obese at the time of first diagnosis and prior to
commencing steroid replacement therapy; this compares with
10% boys and 9% girls aged 5 years, and 20% boys and 17%
girls aged 11 years in England whose BMI >95th centile during
an equivalent time period.”® Our findings of obesity in an
untreated population of children and adolescents with CAH
support earlier studies reporting a higher risk of obesity in indi-
viduals with CAH.? ¢ ? Previous authors have proposed that the
causes of obesity in children and adults with CAH are multifac-
torial and our study provides additional evidence that the
disease process influences weight gain independently of gluco-
corticoid therapy.

Our prospective population-based study has high ascertain-
ment of clinically diagnosed cases within an unscreened popula-
tion. Some authors’® have concluded that increased clinical
awareness has reduced adverse neonatal outcomes and ques-
tioned the need for newborn screening, while Grosse?® has sug-
gested that deaths with undiagnosed CAH are lower than
previously estimated. Screening is usually advocated on the basis
of averting neonatal crises; measuring the burden of disease in

older children, who in our study already had evidence of genital
virilisation, secondary sexual characteristics, accelerated growth
and/or obesity at diagnosis, is highly relevant to understanding
whether newborn screening would have additional benefit in
preventing adverse outcomes in children who represent
late-onset or perhaps ‘missed’ mild cases of CAH. Screening
based on biochemical or genetic markers in the newborn blood-
spot should be approached with caution, however, as it might
also detect children with CAH who would otherwise remain
asymptomatic. For these children, the benefit from treatment is
uncertain, particularly in view of the potential negative effects
of glucocorticoid therapy highlighted by Nordenstrom.'® Our
data suggest that some children with previously unrecognised
CAH do seek treatment for clinical manifestations of the condi-
tion during later childhood and earlier detection would increase
the potential for improving therapy and interventions to opti-
mise their final height and weight. Nevertheless, the impact on
mild or asymptomatic CAH should remain a key consideration
when determining the implications of introducing a newborn
screening programme.

Late childhood diagnosis of CAH has significant implications
for adult health and early detection and treatment might
prevent adverse clinical progression and irreversible sequelae.
Carroll estimated the benefit of newborn screening for CAH at
$20 357 per quality adjusted life-year gained.?! The anticipated
benefits of newborn screening for CAH should not therefore be
confined to preventing mortality and serious neurological mor-
bidity due to neonatal adrenal crises, but should also include the
potential to avert any significant late impacts on adult health
and quality of life.

Acknowledgements We acknowledge the BPSU, supported by the Department
of Health for facilitating this study. The views expressed in this publication are those
of the authors and not necessarily those of the Department of Health or BPSU. We
thank Mr Richard Lynn and Ms Helen Hopkins (nee Friend) at the BPSU as well as
all reporting clinicians and participating laboratories, for their help with data
collection. We are also very grateful to the British Society of Paediatric Endocrinology
and Diabetes and ‘Living with CAH" (formerly Climb-CAH) for supporting this study.

Collaborators Participating laboratories: Glasgow Royal Infirmary, Glasgow;
Addenbrooke’s Hospital, Cambridge; University College London Hospitals, London;
Belfast Royal Victoria Hospital, Belfast; Southampton General Hospital,
Southampton; Barts and the London NHS Trust, London; SAS Steroid Hormone
Centre, United Leeds Hospitals, Leeds; St. Thomas' Hospital, London; St Mary's,
Imperial College Healthcare NHS Trust, London; Royal Gwent Hospital, South Wales,
Newport, Gwent; Royal Liverpool University Hospital, Liverpool; West Park Hospital,
London; Royal Manchester Children’s Hospital, Manchester.

Contributors We confirm that all coauthors made a substantial contribution to the
study design, data analysis and drafting of this manuscript. All authors taken part in
the writing and final editing of the report, all have been given a copy of the
manuscript, all have approved the final version of the manuscript and all are
prepared to share responsibility and accountability for the results. CD initiated the
collaborative project, gave input on the study design and on the data collection,
reviewed the data and revised the draft paper. RLK implemented the study, gave
input on the study design, monitored data collection, analysed the data and drafted
and revised the manuscript. JMK implemented the study, gave input on the study
design and data collection tools, monitored data collection, performed data analyses
and revised the draft paper. JO implemented the study, gave input on the study
design, monitored data collection and revised the draft paper. PH and CK gave input
on the study design and data collection, reviewed the data and revised the draft
paper.

Funding The UK Collaborative Study of Newborn Screening for CAH was funded by
a grant from the Department of Health (England) and commissioned by the UK
National Screening Committee. The Centre for Paediatric Epidemiology and
Biostatistics benefits from funding support from the Medical Research Council in its
capacity as the MRC Centre of Epidemiology for Child Health [grant reference
G0400546]. This work was undertaken at Great Ormond Street Hospital/UCL
Institute of Child Health which received a proportion of funding from the
Department of Health’s NIHR Biomedical Research Centres funding scheme.

Competing interests None.

Knowles RL, et al. Arch Dis Child 2014;99:30-34. doi:10.1136/archdischild-2012-303070

33

WBLAdod Ag pajosiold 1sanb Ag 6T0Z ‘€2 1quwiaidas uo /wodfwgope//:dny woly papeojumod €T0Z Joqualdas 9T uo 020€0€-2T0Z-PIIUISIPYDIE/9ETT 0T S paysiiand sy :piiyD sid yaiy


http://adc.bmj.com/

Original article

Ethics approval Thames Valley Research Ethics Committee.

Provenance and peer review Not commissioned; externally peer reviewed.

Data sharing statement Data were collected under Section 60 (PIAG) approval
and cannot be shared.

Open Access This is an Open Access article distributed in accordance with the
Creative Commons Attribution Non Commercial (CC BY-NC 3.0) license, which
permits others to distribute, remix, adapt, build upon this work non-commercially,
and license their derivative works on different terms, provided the original work is
properly cited and the use is non-commercial. See: http://creativecommons.org/
licenses/by-nc/3.0/

REFERENCES

1

2

3

New MI. An update of congenital adrenal hyperplasia. Ann NY Acad Sci
2004;1038:14-43.

Khalid JM, Oerton JM, Dezateux C, et al. Incidence and clinical features of
congenital adrenal hyperplasia in Great Britain. Arch Dis Child 2012;97:101-06.
Thilen A, Larsson A. Congenital adrenal hyperplasia in Sweden 1969-1986.

Prevalence, symptoms and age at diagnosis. Acta Paediatr Scand 1990;79:168-75.

Eugster EA, DiMeglio LA, Wright JC, et al. Height outcome in congenital adrenal
hyperplasia caused by 21-hydroxylase deficiency: a meta-analysis. J Pediiatr
2001;138:26-32.

Cornean RE, Hindmarsh PC, Brook CGD. Obesity in 21-hydroxylase deficient
patients. Arch Dis Child 1998;78:261-63.

Volkl TMK, Simm D, Beier C, et al. Obesity among children and adolescents with
classic congenital adrenal hyperplasia due to 21-hydroxylase deficiency. Pediatr
2006;117:298-105.

Stout SA, Litvak M, Robbins NM, et al. Congenital adrenal hyperplasia: classification of

studies employing psychological endpoints. /nt J Pediatr Endocrinol 2010;2010:191520..

Arlt W, Willis DS, Wild SH, et al. Health status of adults with congenital adrenal

hyperplasia: a cohort study of 203 patients. J Clin Endocrinol Metab 2010;95:5110-21.

20

21

Reisch N, Arlt W, Krone N. Health problems in congenital adrenal hyperplasia due
to 21-hydroxylase deficiency. Horm Res Paediiatr 2011,76:73-85.

Gleeson HK, Wiley V, Wilcken B, et al. Two-year pilot study of newborn screening
for congenital adrenal hyperplasia in New South Wales compared with nationwide
case surveillance in Australia. J Paediatr Child Health 2008;44:554-59.

Van der Kamp HJ, Noordam K, Elvers B, et al. Newborn screening for congenital
adrenal hyperplasia in the Netherlands. Pediatr 2001;108:1320-4.

Cole TJ, Freeman JV, Preece MA. British 1990 growth reference centiles for weight,
height, body mass index and head circumference fitted by maximum penalized
likelihood. Stat Med 1998:17:407-29.

The NHS Health and Social Care Information Centre, Lifestyle Statistics. National
Child Measurement Programme: England, 2007/08 school year. The NHS Health
and Social Care Information Centre, 2008. http:/www.hscic.gov.uk/catalogue/
PUB02314 (accessed 5 May 2013).

Office for National Statistics. Population estimates by ethnic group for local
authority districts and higher administrative areas in England and Wales for 2009:
EE2. Office for National Statistics, 8th edn. London, 2011.

Hook EB, Regal RR. Capture-recapture methods in epidemiology: methods and
limitations. Epidemiol Rev 1995;17:243-64.

Sarafoglou K, Lorentz C, Otten N, et al. Molecular testing in congenital adrenal
hyperplasia due to 21alpha-hydroxylase deficiency in the era of newborn screening.
Clin Genet 2012;82:64-70.

Speiser PW, Dupont B, Rubinstein P. High frequency of nonclassical steroid
21-hydroxylase deficiency. Am J Hum Genet 1985;37:650-67.

Nordenstrdm A, Thilén A, Hagenfeldt L, et al. Genotyping is a valuable diagnostic
complement to neonatal screening for congenital adrenal hyperplasia due to steroid
21-hydroxylase deficiency. J Clin Endocrinol Metab 1999;84:1505-09.

Virdi NK, Rayner PH, Rudd BT, et a/. Should we screen for congenital adrenal
hyperplasia? A review of 117 cases. Arch Dis Child 1987;62:659-62.

Grosse SD, Van Vliet G. How many deaths can be prevented by newborn screening
for congenital adrenal hyperplasia? Horm Res 2007;67:284-91.

Carroll AE, Downs SM. Comprehensive cost-utility analysis of newborn screening
strategies. Pediatr 2006;117(5 Pt 2):5287-95.

34

Knowles RL, et al. Arch Dis Child 2014;99:30-34. doi:10.1136/archdischild-2012-303070

y6uAdoo Ag pajoalold 1senb Ag 6T0Z ‘€2 Jaquisidas uo /wod g ope//:dny wolj pspeojumod "€T0Z Jaquisidas 9T uo 020£0€-2T0Z-PIYISIPYoIe/9ETT 0T Se paysiignd 1silf :pliyd sid Yoiy


http://www.hscic.gov.uk/catalogue/PUB02314
http://www.hscic.gov.uk/catalogue/PUB02314
http://www.hscic.gov.uk/catalogue/PUB02314
http://adc.bmj.com/

