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Abstract 

Background X-linked adrenal hypoplasia congenita (AHC) is a rare disorder characterized by primary adrenal insuf-
ficiency (PAI) and hypogonadotropic hypogonadism (HH), with limited clinical and genetic characterization.

Methods The clinical, biochemical, genetic, therapeutic, and follow-up data of 42 patients diagnosed with X-linked 
AHC were retrospectively analysed.

Results Hyperpigmentation (38/42, 90%), vomiting/diarrhoea (20/42, 48%), failure to thrive (13/42, 31%), and 
convulsions (7/42, 17%) were the most common symptoms of X-linked AHC at onset. Increased adrenocorticotropic 
hormone (ACTH) (42/42, 100%) and decreased cortisol (37/42, 88%) were the most common laboratory findings, 
followed by hyponatremia (32/42, 76%) and hyperkalaemia (29/42, 69%). Thirty-one patients presented with PAI 
within the first year of life, and 11 presented after three years of age. Three of the thirteen patients over the age of 14 
exhibited spontaneous pubertal development, and ten of them experienced delayed puberty due to HH. Six patients 
receiving human chorionic gonadotropin (hCG) therapy exhibited a slight increase in testicular size and had rising 
testosterone levels (both P < 0.05). The testicular volumes of the three patients with pulsatile gonadotropin-releasing 
hormone (GnRH) therapy were larger than those of the six patients undergoing hCG therapy (P < 0.05), and they also 
exhibited some growth in terms of luteinizing hormone (LH), follicle-stimulating hormone (FSH), and testosterone. 
Of the 42 patients, three had an Xp21 deletion, and 39 had an isolated DAX1 defect. Most patients (9/10) with entire 
DAX1 deletion accounting for 23.8% (10/42) of the total variants had early onset age of less than one year.

Conclusions This study details the clinical features and genetic spectra of X-linked AHC. Patients with X-linked AHC 
show a bimodal distribution of the age of onset, with approximately 70% presenting within the first year of life. Pulsa-
tile GnRH may be recommended for HH when hCG therapy is not satisfactory, although it is difficult to achieve normal 
testicular volume. The combination of clinical features and molecular tests provides information for an accurate 
diagnosis.
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Introduction
X-linked adrenal hypoplasia congenita (AHC, OMIM 
300200, ORPHA: 95702) is a potentially life-threatening 
disorder caused by defects in DAX1 (dosage-sensitive 
sex reversal-adrenal hypoplasia congenita critical region 
on X chromosome 1, gene 1), which is also known as 
NR0B1 (nuclear receptor subfamily 0, Group B, member 
1; OMIM 300473), with a prevalence of one in 70,000 to 
600,000 males [1–3]. DAX1 is located on chromosome 
Xp21.2 and has two exons that encode a 470-amino-acid 
protein belonging to the nuclear receptor superfamily. 
The structure of DAX1 consists of an amino-terminal 
DNA binding domain (DBD) containing 3.5 repeated 
motifs and a carboxyl-terminal ligand-binding domain 
(LBD) with twelve helices [4–6]. The exact biologi-
cal mechanism of DAX1 remains unclear. Most studies 
have shown that DAX1 expressed in steroidogenic tis-
sues (adrenals and gonads), the hypothalamus, and the 
pituitary is a transcriptional repressor that unexpectedly 
plays a positive role in the steroidogenic pathway and 
the development of the hypothalamic-pituitary–gonadal 
(HPG) axis. Loss of function of DAX1 results in adrenal 
hypoplasia and reproductive dysfunction [5, 7–9].

Patients with X-linked AHC usually present with signs 
and symptoms of primary adrenal insufficiency (PAI) in 
infancy or early childhood, including hyperpigmentation, 
vomiting, diarrhoea, failure to thrive, and convulsions. 
Biochemical investigations include increased adrenocor-
ticotropic hormone (ACTH), decreased cortisol, hypona-
tremia, and hyperkalaemia [3, 7, 10, 11]. Meanwhile, 
patients in adolescence generally manifest with delayed 
puberty owing to hypogonadotropic hypogonadism (HH) 
and men exhibit impaired fertility due to azoospermia 
[12–16]. DAX1 defects in the X-linked AHC can range 
from point variants to isolated deletions involving parts 
of or the entire DAX1 gene up to Xp21 deletions. Xp21 
deletion usually contains DAX1 (resulting in X-linked 
AHC), GK (resulting in glycerol kinase deficiency), and 
DMD deletion (resulting in Duchenne muscular dys-
trophy). Intellectual disability (ID) has been reported 
in males with Xp21 deletion syndrome (OMIM 300679, 
ORPHA: 261476) when the deletion involves IL1RAPL1 
or extends distally to contain DMD [3, 10, 17].

Pubertal development in affected boys with DAX1 
defects is a matter of concern since most boys with HH 
experience delayed puberty, while a small percentage of 
patients experience disruption when entering puberty 
naturally [18, 19]. Pulsatile gonadotropin-releasing 
hormone (GnRH), gonadotropin medication [human 
chorionic gonadotropin (hCG) alone or coupled with 
follicle-stimulating hormone (FSH)], or testosterone 
replacement can all be used to virilize adolescents for 
the treatment of DAX1-related HH. To date, published 

studies on HH related to DAX1 defects are primarily case 
reports [11, 13–15, 20–24]. The standard regimen to date 
remains controversial, and experience with therapeutic 
effects is limited.

In the present study, to gain a comprehensive under-
standing of X-linked AHC, we report the DAX1 defect of 
42 Chinese patients with X-linked AHC and review the 
clinical and laboratory characteristics of adrenal insuffi-
ciency or a combination with Xp21 deletion syndrome. 
In addition, we retrospectively analyse the data for fea-
tures of pubertal development and treatment evaluation 
for HH.

Patients and methods
Patients
Patients without acquired PAI (neoplasm, haemorrhage, 
infection, infiltration, and autoimmune disease) from 
Xinhua Hospital between February 2005 and April 2022 
who met the following criteria were initially included in 
the study: (i) male; (ii) PAI phenotypes (hyperpigmenta-
tion, vomiting, increased ACTH, and decreased cortisol); 
(iii) no increase in 17α-hydroxyprogesterone (17α-OHP); 
and (iv) normal male external genitalia. A total of 50 pae-
diatric male patients with a clinical diagnosis of PAI were 
included. These patients were evaluated and diagnosed 
by the following flowchart (Fig. 1). Very-long-chain fatty 
acid (VLCFA) analysis was performed first, and a total of 
eight patients exhibited increased VLCFA. These eight 
patients were excluded since X-linked ALD was further 
confirmed by genetic analysis. Then, the remaining 42 
patients underwent a laboratory examination of cre-
atine kinase and urinary glycerol acid levels, as well as 
an intellectual development assessment. If at least one 
of the above three items was abnormal, a chromosomal 
microarray (CMA) was then performed; otherwise, PCR/
Sanger sequencing, exome sequencing (ES), or real-time 
quantitative polymerase chain reaction (qPCR) was 
applied. The study was approved by the ethics commit-
tee of the Xinhua Hospital, Shanghai Jiao Tong University 
School of Medicine (XHEC-WJW-2019-045). Written 
informed consent was obtained from patients or their 
guardians.

Study design
A total of 42 eligible subjects from 39 unrelated families 
were divided into 39 cases with isolated DAX1 defects 
and three cases with Xp21 deletions. The following data 
were collected retrospectively: (i) demographic data; (ii) 
family history; (iii) age of onset and diagnosis; (iv) clini-
cal features and laboratory findings at presentation and 
the last follow-up; (v) pubertal development of patients 
over 14  years of age; (vi) treatments for PAI and HH; 
and (vii) genetic results in the DAX1 gene. The growth 
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of the children was evaluated using the height standard 
deviation score (SDS) according to the Chinese child 
growth standards (2009 edition) [25]. The laboratory 
information included plasma ACTH levels (reference 
range: 5–60  pg/mL), cortisol levels (reference range: 
185–624  nmol/L), serum sodium levels  (Na+; reference 
range: 135–146  mmol/L), serum potassium levels  (K+; 
reference range: 3.5–5.1  mmol/L), creatine kinase lev-
els (reference range: 39–308 IU/L), urinary glycerol acid 
levels measured by gas chromatography–mass spec-
trometry (GC–MS) (reference range: 0.0–20.0  mmol/
mol creatinine), FSH levels (reference range: 14  years, 
0.45–10.46  IU/L; 15  years, 0.43–18.54  IU/L; 16  years, 
0.16–9.65  IU/L; 17–19  years, 2.12–14.15  IU/L), LH lev-
els (reference range: 14  years, 0.48–7.93  IU/L; 15  years, 
0.50–10.73 IU/L; 16 years, 0.48–10.83 IU/L; 17–19 years, 
1.20–5.49  IU/L), and testosterone levels (reference 
range: 13–15  years, 0.1–17.6  nmol/L; 16–18  years, 4.0–
24.0 nmol/L) [26]. In the GnRH stimulation test, LH and 
FSH levels were measured at 0, 30, 60, 90, and 120 min 
after a single dose of 100  μg of intravenous GnRH. The 
normal pubertal response to the GnRH stimulation 
test is a peak value of LH of 8.0  IU/L. In hCG therapy, 
1000–2000 IU of hCG was intramuscularly injected twice 

weekly. In the pulsatile GnRH administration, 10  μg of 
intravenous gonadorelin was administered every 1.5  h 
using a computerized portable infusion pump. VLCFA 
were evaluated through GC–MS using stable isotope 
dilution for quantification (C22:0, C24:0, C26:0, C26:0/
C22:0, and C24:0/C22:0).

Molecular analysis
Genomic DNA was extracted from peripheral blood 
leukocytes obtained from the patients and their par-
ents using the QIAamp DNA Blood Mini Kit (QIAGEN, 
Valencia, CA, USA). Genetic tests were performed in 42 
patients. Of those tests, 25/42 (60%) were polymerase 
chain reaction (PCR) and Sanger sequencing, 9/42 (21%) 
were PCR and real-time quantitative PCR (qPCR), 5/42 
(12%) were exome sequencing (ES), and the remaining 
three (7%) were chromosomal microarray (CMA).

The genetic tests procedures were as follows: (i) Sanger 
sequencing: the entire coding regions and splice sites of 
the DAX1 gene were amplified by PCR using the appro-
priate primers designed by PrimerPremier 5. Primer 
sequences are available upon request. The PCR products 
were sequenced by an automated sequencer (ABI PRISM 
3730 Genetic Analyser; Applied Biosystems, Foster City, 

Fig. 1 Diagnostic flowchart for X-linked AHC. PAI primary adrenal insufficiency; 17α-OHP 17α-hydroxyprogesterone; VLCFA very-long-chain fatty 
acids; ID intellectual disability; X-linked ALD X-linked adrenoleukodystrophy; PCR polymerase chain reaction; ES exome sequencing; qPCR real-time 
quantitative PCR
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California, United States). The obtained sequences were 
analysed with Sequencing Analysis software version 5 
(Life Technologies). (ii) qPCR: If no DAX1 amplifica-
tion was obtained by PCR, which indicated a gross dele-
tion involving the DAX1 gene, qPCR with SYBR Green I 
detection was used to confirm the gross deletion. Primer 
sequences for two coding exons are available upon 
request. The ALB gene was utilized as a reference gene for 
the relative quantification of target genes. (iii) ES: ES was 
performed using the capture kit of xGen Exome Research 
Panel (Integrated DNA Technologies, Coralville, IO, 
USA) as previously reported [27]. The variants at a fre-
quency over 1% in the 1000 Genomes Project, Genome 
Aggregation Database (GnomAD), and Exome Variant 
Server (EVS) Database or at a frequency over 5% in the 
local database (containing approximately 6000 exomes) 
were excluded from the list of candidate variants. Then, 
we screened the selected variants for autosomal recessive 
inheritance, autosomal dominant/de novo, and X-linked 
inheritance patterns. The variants were finally classified 
following the guidelines of the American College of Med-
ical Genetics and Genomics (ACMG). Sanger sequencing 
was further performed to confirm the variants detected 
by ES and identify their parental origins. (iv) CMA: One 
patient was analysed using Agilent 4 × 44 K (Santa Clara, 
California, USA). Two patients were analysed with the 
Affymetrix CytoScan™ 750  k (Santa Clara, California, 
USA). The chromosomal microarray experiment was 
performed using standardized protocols provided by the 
manufacturer. Affymetrix® Chromosome Analysis Suite 
(ChAS) 1.2.2 (Affymetrix Inc.) and Genomic Workbench 
software (Agilent, Inc.) were used to detect and analyse 
the chromosomal copy number variations (CNVs) iden-
tified in the patients. The chromosome positions are 
shown according to GRCh 37 (hg19).

Statistical analysis
Statistical analysis was executed by GraphPad Prism ver-
sion 8.0.1 for Windows (GraphPad Software Inc. San 
Diego, CA, USA; www. graph pad. com). Continuous vari-
ables that met the conditions of normal distribution and 
equal variance are presented as the means ± standard 
deviations; otherwise, they are shown as medians (inter-
quartile ranges). The age of onset and diagnosis is shown 
as the median (range: min–max). Categorical variables 
are expressed as frequency distributions. The unpaired 
Student’s t test or Mann–Whitney U test was used to 
compare serum sodium, potassium and cortisol levels, 
and the χ2 test or Fisher’s exact test was performed to 
compare the frequency of all the signs/symptoms in the 
different onset groups or groups carrying different DAX1 
variants. The unpaired Student’s t test or Mann–Whit-
ney U test was applied in different pubertal development 

groups or different treatment groups, and the paired Stu-
dent’s t test or Wilcoxon test was used before and after 
the intervention to compare the testicular volume and 
hormone levels. The level of significance was set at 0.05 
(two-tailed).

Results
Clinical characteristics and treatment of PAI
All 42 patients with X-linked AHC from 39 non-consan-
guineous families were male, including 39 with isolated 
DAX1 defects from 36 unrelated families and three with 
Xp21 deletions. They were from 13 provinces across 
China (Table  1). Of the 42 patients, the median age of 
onset and of diagnosis was 1.0  month (range: 0.0–98.0) 
and 3.0  years (range: 0.1–15.0), respectively. The dura-
tion of the follow-up was 7.7 ± 4.5 years, and the age of 
the patient with the last follow-up was 9.0 ± 5.0 years old.

The most common initial feature was hyperpigmenta-
tion presenting in 90% (38/42) of the patients, followed 
by vomiting/diarrhoea in 48% (20/42), failure to thrive in 
31% (13/42), and convulsions in 17% (7/42). Biochemical 
results showed increased ACTH levels [60% (25/42) over 
1250 pg/ml] in all patients (42/42), decreased cortisol lev-
els [63.1 (21.7–139.3) nmol/L] in 88% of patients (37/42), 
decreased serum sodium levels (126.7 ± 8.9  mmol/L) 
in 76% of patients (32/42) and increased serum potas-
sium levels (6.0 ± 1.4 mmol/L) in 69% (29/42) of patients 
(Table 1).

An apparent bimodal distribution pattern for age at 
presentation was observed in 42 patients with X-linked 
AHC. Of those, 31 cases (74%) presented within one 
year of age with a median age of 15.0  days (range: 0.0–
1.0 year), while 11 cases (26%) presented over three years 
of age with a median age of 4.5  years (range: 3.0–8.2). 
Therefore, 42 patients were divided into the infantile-
onset group (≤ 1  year) and the childhood-onset group 
(> 1  year) according to the onset age (Table  2). There 
was no significant difference between these two groups 
in the frequency of all the signs/symptoms (all P > 0.05). 
In addition, a comparison of the biochemical parameters 
displayed no significant difference in the serum sodium 
and cortisol levels (both P > 0.05), but the serum potas-
sium level of the infantile-onset group was higher than 
that of the childhood-onset group (6.3 ± 1.4  mmol/L vs. 
5.1 ± 0.9 mmol/L, P = 0.0033). This finding indicated that 
the degree of electrolyte disturbance in infantile-onset 
patients was more severe than that in childhood-onset 
patients with X-linked AHC.

The hydrocortisone (HC) and 9α-fludrocortisone 
replacement therapy was a crucial treatment for adre-
nal dysfunction in all patients, and the doses were 
13.3 ± 2.9  mg/m2/d and 0.05 (0.05–0.05) mg/d, respec-
tively. Patients over 14  years of age (n = 13) had higher 

http://www.graphpad.com
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doses of HC than those under 14  years old (n = 29) 
(15.4 ± 2.7  mg/m2/d vs. 12.3 ± 2.5  mg/m2/d, P = 0.0027). 
After the treatment, all the patients showed remission 
in clinical signs and symptoms of PAI, hyperpigmenta-
tion disappeared gradually, and the serum electrolyte lev-
els returned to normal, although the ACTH level [305.0 
(54.3–539.0) pg/ml] remained mildly high.

Evaluation of pubertal development and treatment for HH
Among the 42 patients, thirteen patients were over 
14  years of age and were assessed for the conditions of 
pubertal development (Table  3). In these 13 patients, 
three exhibited spontaneous pubertal development, and 
ten encountered delayed puberty.

Spontaneous adolescent development was observed 
in three patients (P2, P9, and P10) during the follow-up 
at the age of 12.5 ± 0.3  years, with a testicular volume 
of 5.0 (5.0–5.5) ml, basal FSH level of 10.50 ± 1.35 IU/L, 
LH level of 0.98 ± 0.39  IU/L, and the testosterone level 
was 3.93 ± 1.61  nmol/L. The age of the last follow-up 
of these three patients was 15.6 ± 1.2  years old. Patient 
2 was found to have pubertal arrest, with a decrease in 
testicular volume (from 6 to 3 ml) and testosterone level 
(from 5.79  nmol/L to 0.49  nmol/L) at 17.3  years old, 
suggesting arrested puberty. The peak LH and FSH lev-
els after the GnRH stimulation test were 3.66  IU/L and 
9.19 IU/L, respectively, suggesting the onset of HH. The 
other two patients (P9 and P10) had slow pubertal pro-
gression, and their testes were still around Tanner stage 
2–3 (testicular volumes of 6  ml and 8  ml, respectively) 
two years after puberty initiation (Table 3). Ten patients 
with delayed puberty exhibited reduced testicular volume 
(2.6 ± 0.5 ml), low basal LH levels [0.23 (0.15–0.24) IU/L] 
and reduced testosterone production [< 0.35  nmol/L in 
all but one patient (P34, 0.62  nmol/L)] at 14.1  years of 
age (range: 14.0–15.3), suggesting the presence of HH. 
Of those patients, seven patients underwent the GnRH 

stimulation test, none of whom responded, with a peak 
FSH level of 1.93 (1.66–3.59) IU/L and a peak LH level of 
0.59 (0.19–1.00) IU/L. These ten patients had significantly 
decreased testicular volume, basal FSH, LH, and testos-
terone levels compared to the three patients with sponta-
neous pubertal development (P = 0.0160, 0.0070, 0.0140, 
0.0028, respectively). Therefore, in this cohort, eleven of 
the 13 patients over 14 years old had HH, including ten 
with delayed puberty and one with spontaneous pubertal 
development followed by disrupted puberty.

For the management of 11 patients with HH, four 
accepted hCG treatment (P11, P14, P23, and P34), and 
three received pulsatile GnRH administration (P16, P20, 
and P32). Of these three patients with pulsatile GnRH 
treatment, two patients (P20 and P32) had received hCG 
previously for 2.5  years and 6  months, respectively, but 
with limited effects. Thus, six patients had been treated 
with hCG. In addition, patient 2 recently underwent hCG 
therapy for less than one month, patient 21 received tes-
tosterone replacement, and the other two patients (P3 
and P37) did not receive any management for HH. There-
fore, a total of four patients (P2, P3, P21, and P37) had no 
data on treatment outcomes.

Six patients who received hCG therapy for 6.5 (6.0–
24.3) months exhibited an enlargement of testicles from 
2.7 ± 0.4 ml to 3.3 ± 0.4 ml (P = 0.0250). Their total testos-
terone levels increased from < 0.35 nmol/L in all but one 
patient (P34, 0.62  nmol/L) to 1.99 (1.20–2.91) nmol/L 
(P = 0.0313), which were still below the normal range for 
age in all patients except for one (P34, 14.86 nmol/L). The 
FSH and LH levels showed no change. This suggests that 
the increase in testicular volume and testosterone levels 
in the patients after hCG treatment was limited.

Three patients underwent pulsatile GnRH admin-
istration for 2.7 ± 1.5  months. A mild increase in tes-
ticular volumes [from 3.0 (3.0–3.3) ml to 4.5 (4.5–6.8) 
ml], basal LH levels [from 0.23 (0.12–0.31) IU/L to 1.77 

Table 2 Clinical and biochemical features of 42 patients with X-linked AHC

Values are the means ± standard deviations or medians (interquartile ranges)

Infantile-onset (n = 31) Childhood-onset (n = 11) P value

n (%) Value n (%) Value

Hyperpigmentation 28 (90%) – 10 (91%) – 1.0000

Vomiting/diarrhoea 12 (39%) – 8 (73%) – 0.0523

Failure to thrive 11 (35%) – 2 (18%) – 0.4922

Convulsions 7 (23%) – 0 (0%) – 0.2093

Increased ACTH (pg/ml) 31 (100%) – 11 (100%) – –

Decreased cortisol (nmol/L) 27 (87%) 65.1 (22.2–144.1) 10 (91%) 56.0 (19.3–125.0) 0.7565

Hyponatremia (mmol/L) 25 (81%) 125.6 ± 9.3 7 (64%) 129.9 ± 6.9 0.1182

Hyperkalaemia (mmol/L) 23 (74%) 6.3 ± 1.4 6 (55%) 5.1 ± 0.9 0.0033
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(1.36–2.60) IU/L], basal FSH levels [from 2.84 ± 1.27 IU/L 
to 6.19 ± 2.39  IU/L], and testosterone levels [from 
all < 0.35  nmol/L to 1.43 (1.28–3.00) nmol/L] was 
observed (Fig. 2). There was still no response to the GnRH 
stimulation test in these three patients, with the peak LH 
level increasing from 1.21 ± 0.56 IU/L to 1.28 ± 0.57 IU/L 
and peak FSH level increasing from 4.40 ± 2.23  IU/L 
to 6.32 ± 2.99  IU/L. Thus, all three patients had some 
growth in terms of testicles, basal hormone levels, and 
GnRH-stimulated peak LH and FSH levels when compar-
ing pre- and post-pulsatile GnRH treatment, although no 
significant difference was observed (all P > 0.05), probably 
due to the small sample size.

We compared the final testicular volume, LH, FSH, 
and testosterone levels between the six patients receiving 
hCG therapy at the last follow-up (n = 4) or prior to the 
therapy alteration (n = 2) and in three patients undergo-
ing pulsatile GnRH administration at the last follow-up 
(n = 3). The testicles and LH levels of the patients under-
going pulsatile GnRH were larger and higher than those 
undergoing hCG therapy [4.5 (4.5–6.8) ml vs. 3.3 ± 0.4 ml, 
P = 0.0243] [1.77 (1.36–2.60) IU/L vs. 0.65 (0.23–0.77) 
IU/L, P = 0.0476]. Thus, pulsatile GnRH may be recom-
mended for HH when hCG therapy is not satisfactory, 
although it is difficult to achieve normal testicular vol-
ume. Despite this, the height SDS of these 7 patients 
increased significantly after hCG medication and/or 
pulsatile GnRH therapy (− 1.82 ± 1.18 vs. − 0.87 ± 1.02, 
P = 0.0444), possibly due to the elevated testosterone lev-
els after treatment.

Genetic assessment

1. Xp21 deletion syndrome

Three patients (P37, P38 and P39) with Xp21 dele-
tion syndrome were diagnosed by chromosomal micro-
array assays (Table  1). P37 showed hyperpigmentation 
and vomiting at 3.3 years old. When he was five years of 
age, a detailed clinical and biochemical examination was 
performed, which indicated mild intellectual disability, 
normal urinary glyceric acid and creatine kinase levels 
and adrenal dysfunction. Therefore, he was considered 
to have Xp21 deletion syndrome and diagnosed with 
IL1RAPL1 and DAX1 deletions (3.3 Mb) by CMA. He is 
currently 14.2  years of age, affected by intellectual dis-
ability and HH in addition to adrenal failure.

P38 presented with hyperpigmentation after birth and 
failure to thrive during the neonatal period. When he was 
six months of age, he manifested with delayed milestones 
(unable to lift his head) and hypotonia coupled with 
adrenal insufficiency. His two elder brothers had died 
at the ages of two months and four months. The labora-
tory findings showed that urinary glyceric acid level was 
elevated and creatine kinase in the blood was 5645 IU/L 
(reference range: 39–308 IU/L). Thus, Xp21 deletion syn-
drome was suspected by these clinical findings, and he 
was further diagnosed with IL1RAPL1, DAX1, GK, and 
DMD deletions (3.1  Mb) through CMA. Unfortunately, 
he died at the age of six months due to an adrenal crisis.

P39 encountered hyperpigmentation after birth. When 
he was two years old, he presented with failure to thrive 
and hypotonia, with a length of 80  cm (< − 2SD) and a 
weight of 8.8 kg (< − 2SD). Biochemical findings showed 
that the serum creatine kinase level was 9431 U/L and 
that the urinary glyceric acid level was 653.16 (refer-
ence range: 0.0–20.0 mmol/mol creatinine). His develop-
mental quotient (DQ) scores in the domains of adaptive 
behaviour, gross motor, fine motor, language, and social 
behaviour assessed by the Gesell Development Diagnosis 
Scale were 23, 23, 25, 35, and 37, respectively, suggest-
ing severe developmental delay. He was further diag-
nosed definitively with IL1RAPL1, DAX1, GK, and DMD 
(3.6  Mb) deletions by CMA. He is currently four years 
old, speaks few words and is unable to walk due to intel-
lectual disability and persistent hypotonia.

2. DAX1 variant spectrum

A total of 30 variants in the DAX1 gene were identi-
fied in 42 patients, including missense (n = 6), nonsense 
(n = 6), frameshift (n = 14), and gross deletions (n = 4), 
which were all classified as pathogenic (P) or likely path-
ogenic (LP) (Table  1, Fig.  3). Of the 30 DAX1 variants, 

Fig. 2 Treatment effects of pulsatile GnRH in three patients. Testicular 
volume (A), testosterone (B), LH (C), and FSH (D) changes before and 
after pulsatile GnRH treatment. P16 solid grey line; P20 black dotted 
line; P32 solid black line
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the entire DAX1 deletion was the most frequent variant 
(10/42, 23.8%). Fourteen variants were not reported pre-
viously [28]. Frameshift and nonsense variants were dis-
tributed throughout the DAX1 gene, located at both the 
DBD and LBD domains, whereas missense variants clus-
tered in the LBD domain (Fig. 3).

Of the 42 patients, 18 had frameshift variants, six had 
nonsense changes, and six had missense changes. The 
remainder (n = 12, 29%) had a deletion of the locus con-
taining DAX1. Seven of these deletions involved the 
entire DAX1 gene, and two large deletions contained only 
exon 2 of DAX1, whereas three patients (P37, P38, and 
P39) harboured a contiguous gene deletion. Among these 
three patients, one (P37) had a deletion of IL1RAPL1 
and DAX1, and two (P38 and P39) carried the deletion 
extending distally to include the IL1RAPL1, DAX1, GK, 
and DMD loci.

3. Genotype–phenotype analysis

First, nine patients with a deletion involving DAX1 
alone presented with isolated X-linked AHC, while two 
patients (P38 and P39) at risk for the metabolic cri-
sis or phenotypic characteristics of hypotonia and ID 
were found to have the deletion extended to contain 
the IL1RAPL1, DAX1, GK and DMD genes. A deletion 
extending to IL1RAPL1 and DAX1 was confirmed in one 

patient (P37) exhibiting ID in addition to adrenal dys-
function. Thus, a good genotype–phenotype correlation 
was confirmed in Xp21 deletion syndrome.

Then, an attempt was made to associate the sever-
ity of the disorder with specific variants. The age of 
onset of patients with X-linked AHC was used to assess 
the severity of adrenal insufficiency since it is the most 
readily available proxy. Of seven patients with isolated 
entire DAX1 deletion and three with Xp21 deletion, all 
except for one patient (P37) had an early onset age of less 
than one year, indicating that the entire DAX1 deletion 
might be associated with early onset age. In addition, 
no relation was found between the type of DAX1 vari-
ant and whether pubertal development can be initiated 
spontaneously.

Finally, patients within a pedigree carrying the same 
variant may have different ages of onset. Patient 5A 
with the c.501del variant presented at one year of age, 
while his younger cousin (P5B) presented at 3.3  years 
of age. The age of onset of patient 8C with the c.676del 
variant was three years, while the age of onset of his 
younger cousins (P8A and P8B) was within the first five 
days and three days of life, respectively. It elucidated the 
phenotypic heterogeneity of X-linked AHC. In terms 
of phenotypic heterogeneity, genetic changes, epistatic 
interactions, and additional modifier variants may influ-
ence disease presentation in some single gene disorders. 

Fig. 3 Twenty-six identified DAX1 variants (frameshift, missense, and nonsense variants) in 30 patients. DBD DNA-binding domain; LBD putative 
ligand-binding domain; novel variants are in bold
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Although a group of modifier variants may influence the 
phenotype, not every modifier variant will be involved in 
every patient, implying a role for oligogenic inheritance 
in phenotypic expression [29, 30].

Discussion
X-linked AHC is a rare congenital disorder, but it still 
accounts for a substantial proportion of patients with pri-
mary adrenal insufficiency. To date, few studies have been 
reported on large cohorts of X-linked AHC patients. Pre-
vious studies mainly focused on describing the genetic 
composition without detailed clinical characteristics of 
X-linked AHC [31–34]. The phenotype of X-linked AHC 
is heterogeneous, which causes a great challenge to clini-
cal practice. In this study, we reported the first and larg-
est cohort of 42 Chinese patients with X-linked AHC and 
analysed their clinical, biochemical, genetic, therapeutic, 
and follow-up characteristics.

The proportion of DAX1 defects in PAI is currently 
unclear. Of the cases with PAI followed up in our centre 
over 20  years, 52.5% (42/80) of patients with biochemi-
cally uncharacterized PAI carried DAX1 defects (unpub-
lished data). The biochemically uncharacterized PAI is 
PAI that cannot be diagnosed by specific biochemical 
findings or urine/serum steroid metabolites (elevated 
17α-OHP, elevated VLCFA, etc.), excluding congenital 
adrenal hyperplasia, X-linked ALD, and autoimmune 
disease [31, 32]. According to this criterion, studies from 
Japan, Italy, Turkey, and the United Kingdom showed 
that the proportion of DAX1 defects was 37.0% (20/54), 
29.6% (16/54), 15.6% (12/77), and 11.7% (12/103), respec-
tively, suggesting that DAX1 defects are a common cause 
of PAI [31–34]. Possible reasons for the different propor-
tions of DAX1 defects in the above cohorts included eth-
nic differences, selection bias in enrolled patients, a small 
number of cases, and the different genetic compositions 
of PAI.

In DAX1, at least 200 distinct variants have been listed. 
The most prevalent variant in this study was the entire 
DAX1 deletion (10/42, 23.8%), including isolated DAX1 
deletion (n = 7) and Xp21 deletion (n = 3). We compared 
the recurrent DAX1 variants in the Italian, British, and 
Japanese cohorts and found that the entire DAX1 dele-
tion accounted for 25.0% (4/16), 16.7% (2/12), and 10.0% 
(2/20), respectively [31–34]. This suggests that the entire 
DAX1 deletion may be the hotspot variant for X-linked 
AHC in these populations, accounting for approximately 
10–25%. Furthermore, we compared the proportion of 
Xp21 deletion in X-linked AHC, which accounted for 
25.0% (4/16) in Italy, 16.7% (2/12) in the United King-
dom, 7.1% (3/42) in our cohort, and 5.0% (1/20) in Japan 
[32–34]. Of the ten cases with Xp21 deletion mentioned 
above, six involved DAX1, GK, and DMD, three extended 

to include IL1RAPL1, DAX1, GK, and DMD (includ-
ing our two patients), and one contained the locus of 
IL1RAPL1 and DAX1 (our patient). This suggests that 
most of the contiguous gene deletions in patients with 
DAX1-related X-linked AHC contain DAX1, GK, and 
DMD deletions. Therefore, we recommend that males 
with biochemically uncharacteristic PAI be first evalu-
ated for serum creatine kinase, urinary glycerol acid, 
and mental development, followed by CNVs analysis to 
confirm the Xp21 deletion. In addition, the number of 
cases with Xp21 deletion in this study is small, and the 
long-term prognosis, including the progression of clini-
cal features and the efficacy of comprehensive treatment, 
is still unknown. In our study, 26 DAX1 point variants 
were found in 27 non-consanguineous families, with 
only p.P335Tfs*55 discovered in two unrelated families. 
In reviewing genetic data from Turkish, Italian, British, 
and Japanese cohorts [31–34], a few DAX1 point variants 
were identified to occur in no more than two families (p.
W235* in P20 of our study and one family of Turkish 
study, p.F364C and p.F449Sfs*13 in two families respec-
tively of Italian study), suggesting the occurrence of the 
recurrence of DAX1 point variants in unrelated families 
is a rare phenomenon [35].

The age of onset exhibits a bimodal distribution in 
X-linked AHC patients. The majority of patients (70–
80%) presented in infancy, and the remainder presented 
insidiously later in childhood with an age range of two to 
nine years old [3, 7]. Similarly, 74% of patients presented 
within one year of age, and 26% were over three years old 
(3.0–8.2 years) in our study. In the current study, nine of 
the 31 infantile-onset patients carried the entire DAX1 
deletion, and all but one of the ten patients harbouring 
the entire DAX1 deletion presented within the first year 
of life, suggesting that total DAX1 deletion may be linked 
to an earlier age of onset. Nevertheless, no difference was 
found in the frequency of other types of variants between 
the infantile-onset group and childhood-onset group, 
which was consistent with previous studies [7]. There 
may be several factors that confound the age of onset 
analysis. For example, symptoms may be nonspecific and 
may have existed for some time prior to diagnosis. Addi-
tionally, different degrees of PAI clinical manifestations 
would be brought on by environmental pressures such 
as infections and operations, which may not be compat-
ible with the severity of adrenal insufficiency. Moreover, 
the infant period is a particularly vulnerable time for 
adrenal failure. We found that serum potassium levels 
in our infantile-onset patients were significantly higher 
than those in childhood-onset patients. The explana-
tion is that the demand for mineralocorticoids is pos-
sibly greater in infancy. Thus, patients with X-linked 
AHC either develop signs and symptoms of PAI, such as 
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electrolyte disturbances, early in life, or they do not occur 
until later in life when they encounter severe disease or 
other environmental stress. Furthermore, the age at onset 
of adrenal insufficiency can vary within the same family, 
suggesting that other modifying genes and epigenetic as 
well as nongenetic factors are possibly involved in pheno-
typic variability in X-linked AHC [7, 10].

Most boys with X-linked AHC manifest HH as delayed 
puberty, whereas some boys can enter puberty spontane-
ously and progress to approximately Tanner stage 3 (or 
a testicular volume of 6–8  ml) between the ages of 15 
and 18 years [18, 19]. In our study, 3 of 13 patients expe-
rienced spontaneous puberty, suggesting that a small 
proportion of patients (23.1%) had normal puberty ini-
tiation. However, there was no relationship between the 
type of DAX1 variant and whether pubertal development 
can be initiated spontaneously in our study. Spontane-
ous pubertal development is possible due to the pres-
ence of residual hypothalamic and pituitary function in 
these patients, making partial gonadotropin deficiency 
sufficient to allow spontaneous pubertal development up 
to mid-puberty [18]. Disruption of puberty occurred in 
one of these three patients, and the other two had slow 
pubertal progression. The cessation of puberty may be 
due to the progressive degeneration of the hypothalamic-
pituitary–gonadal axis of the X-linked AHC with age 
[14, 19]. Therefore, even if these patients have sponta-
neous pubertal development, their pubertal progression 
should be continuously monitored, as HH might occur 
subsequently.

DAX1 is expressed in the adrenal cortex, hypothala-
mus, pituitary, and testes. Previous studies revealed 
that HH in patients with DAX1 defects results from the 
combined deficiency of the hypothalamus and pituitary 
[24, 36, 37]. Nevertheless, it remains controversial which 
of these two levels is more seriously affected. The three 
patients in this study who accepted pulsatile GnRH dem-
onstrated some growth in terms of LH, FSH, and tes-
tosterone, and their testicular volumes were larger than 
those of the six patients receiving hCG therapy (P < 0.05). 
This suggests that hypothalamic dysfunction in HH asso-
ciated with DAX1 deficiency predominates. Further-
more, the treatment outcomes of pulsatile GnRH may 
not be as effective as in selective hypothalamic GnRH 
deficiency (e.g., Kallmann syndrome), suggesting at least 
a partial defect in the pituitary component, which results 
in impaired gonadotropin production [38–40]. Addition-
ally, a slight response of testicular enlargement and ris-
ing testosterone was observed in six individuals treated 
with hCG medication; this response may not have been 
as strong as in patients who had their pituitary tumour 
resected, suggesting a primary Leydig cell defect in 
X-linked AHC [13, 23, 24]. Balsamo [41] has reported a 

case receiving gonadotropins (hCG and FSH) manifested 
testicular enlargement (6  ml), suggesting the potentially 
positive effect of FSH in the treatment for DAX1-related 
HH. The defect in DAX1 can impair the development and 
function of the adrenal cortex, hypothalamus, pituitary, 
and testicles, resulting in PAI, HH, and azoospermia. 
Due to the small number of HH cases and the insufficient 
follow-up time in this study, it remains uncertain which 
level in the hypothalamus or pituitary is more severely 
affected, making it unclear whether treatment with pulsa-
tile GnRH or hCG is more effective in inducing puberty.

The evaluation of clinical features is the initial and 
important step in determining the possible aetiology 
of X-linked AHC. In the current study, we clarified the 
diagnosis of 42 patients with X-linked AHC based on 
biochemical characteristics (VLCFA, creatine kinase, 
and urinary glycerol acid) and intellectual development 
assessment, along with genetic analysis. As a result, we 
suggest a flowchart for diagnosing X-linked AHC in 
children (Fig. 1). First, the VLCFA level is a specific bio-
marker for the differential diagnosis of X-linked AHC 
and X-linked ALD. When males present with signs and 
symptoms of PAI along with normal VLCFA, X-linked 
AHC is suspected. Then, the differential diagnosis of 
isolated DAX1 defect and Xp21 deletion is subsequently 
made using extensive clinical and biochemical tests, 
such as creatine kinase, urinary glycerol acid, and intel-
lectual performance assessment. If a patient shows an 
abnormality in any of these items, Xp21 deletion should 
be suspected, and CNVs analysis is needed for additional 
confirmation; otherwise, an isolated DAX1 defect should 
be taken into consideration. To confirm the DAX1 vari-
ant, PCR/Sanger sequencing is performed. If PCR results 
show no DAX1 amplification, indicating an isolated 
DAX1 deletion, qPCR must be used to confirm the gross 
deletion. Diagnoses and differential diagnoses can be 
made more quickly and affordably using this flowchart.

Conclusions
This study reported 42 patients with X-linked AHC, 
expanding our understanding of the clinical, biochemi-
cal, genetic, therapeutic, and follow-up characteristics 
of X-linked AHC. Patients with X-linked AHC exhibit 
a bimodal distribution of age of onset, with approxi-
mately 70% presenting within one year of age. The 
entire DAX1 deletion appears to be related to an earlier 
age of onset. For pubertal development, the majority 
of boys with DAX1-related HH manifest with delayed 
puberty, while a small proportion of patients can spon-
taneously enter puberty followed by disruption. For 
the management of HH, all patients treated with either 
hCG or pulsatile GnRH had some degree of increase 
in testicular volumes and hormone concentrations but 
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failed to reach normal levels. We propose a diagnostic 
process for children with X-linked AHC that will facili-
tate the rapid and comprehensive diagnosis of patients. 
A long-term follow-up and a larger sample size are 
needed to further evaluate prognosis and treatment.

Abbreviations
AHC  Adrenal hypoplasia congenita
DAX1  Dosage-sensitive sex reversal-adrenal hypoplasia congenita criti-

cal region on X chromosome 1, gene 1
NR0B1  Nuclear receptor subfamily 0, Group B, member 1
DBD  DNA binding domain
LBD  Ligand-binding domain
HPG  Hypothalamic-pituitary–gonadal
PAI  Primary adrenal insufficiency
ACTH  Adrenocorticotropic hormone
HH  Hypogonadotropic hypogonadism
ID  Intellectual disability
SDS  Standard deviation score
17α-OHP  17α-Hydroxyprogesterone
VLCFA  Very-long-chain fatty acids
ALD  Adrenoleukodystrophy
GC–MS  Gas chromatography–mass spectrometry
CMA  Chromosomal microarray
ES  Exome sequencing
qPCR  Real-time quantitative polymerase chain reaction
CNVs  Copy number variations
GnRH  Gonadotropin-releasing hormone
hCG  Human chorionic gonadotropin
FSH  Follicle-stimulating hormone
LH  Luteinizing hormone
HC  Hydrocortisone

Acknowledgements
The authors would like to thank the patients and their family members for 
their willingness to join this study.

Author contributions
WZ, BX, and WQ conceived and designed the study. WZ, YD, YX, ZWG, DL, 
KZ, YY, HZ, LH, and ZZG collected the patients’ data. LL, RW, and YS analysed 
ES data. WZ, BX, and WQ wrote the manuscript. BX performed a variant clas-
sification. WQ and BX offered professional advice about the entire research. All 
authors read and approved the final manuscript.

Funding
The authors have not received specific funding sources for this study. The 
study was partially supported by Shanghai Municipal Health Commission 
Project (201940226) and Clinical Research Centre for Primary Adrenal Insuf-
ficiency Paediatric College, Shanghai Jiao Tong University School of Medicine 
(ELYZX202106).

Availability of data and materials
The datasets used and/or analysed in this current study are available from the 
corresponding author upon reasonable request.

Declarations

Ethics approval and consent to participate
The study was approved by the Ethics Committee of the Xinhua Hospital, 
Shanghai Jiao Tong University School of Medicine (XHEC-WJW-2019-045). 
Written informed consent was obtained from patients or their guardians.

Consent for publication
Informed consent was obtained from all individual participants included in 
the study.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Department of Paediatric Endocrinology and Genetic Metabolism, Xinhua 
Hospital, Shanghai Institute of Paediatric Research, School of Medicine, Shang-
hai Jiao Tong University, 1665 Kongjiang Road, Shanghai 200092, China. 

Received: 12 July 2022   Accepted: 18 May 2023

References
 1. Zanaria E, Muscatelli F, Bardoni B, Strom TM, Guioli S, Guo W, et al. 

An unusual member of the nuclear hormone receptor superfam-
ily responsible for X-linked adrenal hypoplasia congenita. Nature. 
1994;372(6507):635–41.

 2. Muscatelli F, Strom TM, Walker AP, Zanaria E, Récan D, Meindl A, et al. 
Mutations in the DAX-1 gene give rise to both X-linked adrenal 
hypoplasia congenita and hypogonadotropic hypogonadism. Nature. 
1994;372(6507):672–6.

 3. Lin L, Gu WX, Ozisik G, To WS, Owen CJ, Jameson JL, et al. Analysis of 
DAX1 (NR0B1) and steroidogenic factor-1 (NR5A1) in children and adults 
with primary adrenal failure: ten years’ experience. J Clin Endocrinol 
Metab. 2006;91(8):3048–54.

 4. Guo W, Burris TP, Zhang YH, Huang BL, Mason J, Copeland KC, et al. 
Genomic sequence of the DAX1 gene: an orphan nuclear receptor 
responsible for X-linked adrenal hypoplasia congenita and hypogonado-
tropic hypogonadism. J Clin Endocrinol Metab. 1996;81(7):2481–6.

 5. Iyer AK, McCabe ER. Molecular mechanisms of DAX1 action. Mol Genet 
Metab. 2004;83(1–2):60–73.

 6. Orekhova AS, Rubtsov PM. DAX1-unusual member of nuclear receptors 
superfamily with diverse functions. Mol Biol (Mosk). 2015;49(1):75–88.

 7. Reutens AT, Achermann JC, Ito M, Ito M, Gu WX, Habiby RL, et al. 
Clinical and functional effects of mutations in the DAX-1 gene in 
patients with adrenal hypoplasia congenita. J Clin Endocrinol Metab. 
1999;84(2):504–11.

 8. Niakan KK, McCabe ERB. DAX1 origin, function, and novel role. Mol Genet 
Metab. 2005;86(1–2):70–83.

 9. Suthiworachai C, Tammachote R, Srichomthong C, Ittiwut R, Suphapeeti-
porn K, Sahakitrungruang T, et al. Identification and functional analysis 
of Six DAX1 mutations in patients with X-linked adrenal hypoplasia 
congenita. J Endocr Soc. 2019;3(1):171–80.

 10. Landau Z, Hanukoglu A, Sack J, Goldstein N, Weintrob N, Eliakim A, et al. 
Clinical and genetic heterogeneity of congenital adrenal hypoplasia due 
to NR0B1 gene mutations. Clin Endocrinol (Oxf ). 2010;72(4):448–54.

 11. Ouyang H, Chen B, Wu N, Li L, Du R, Qian M, et al. X-linked con-
genital adrenal hypoplasia: a case presentation. BMC Endocr Disord. 
2021;21(1):118.

 12. Jadhav U, Harris RM, Jameson JL. Hypogonadotropic hypogonadism in 
subjects with DAX1 mutations. Mol Cell Endocrinol. 2011;346(1–2):65–73.

 13. Mantovani G, De Menis E, Borretta G, Radetti G, Bondioni S, Spada A, et al. 
DAX1 and X-linked adrenal hypoplasia congenita: clinical and molecular 
analysis in five patients. Eur J Endocrinol. 2006;154(5):685–9.

 14. Teoli J, Mezzarobba V, Renault L, Mallet D, Lejeune H, Chatelain P, et al. 
Effect of recombinant gonadotropin on testicular function and testicular 
sperm extraction in five cases of NR0B1 (DAX1) pathogenic variants. Front 
Endocrinol (Lausanne). 2022;13: 855082.

 15. Seminara SB, Achermann JC, Genel M, Jameson JL, Crowley WF Jr. 
X-linked adrenal hypoplasia congenita: a mutation in DAX1 expands the 
phenotypic spectrum in males and females. J Clin Endocrinol Metab. 
1999;84(12):4501–9.

 16. Kyriakakis N, Shonibare T, Kyaw-Tun J, Lynch J, Lagos CF, Achermann JC, 
et al. Late-onset X-linked adrenal hypoplasia (DAX-1, NR0B1): two new 
adult-onset cases from a single center. Pituitary. 2017;20(5):585–93.

 17. Suntharalingham JP, Buonocore F, Duncan AJ, Achermann JC. DAX-1 
(NR0B1) and steroidogenic factor-1 (SF-1, NR5A1) in human disease. Best 
Pract Res Clin Endocrinol Metab. 2015;29(4):607–19.



Page 14 of 14Zheng et al. Orphanet Journal of Rare Diseases          (2023) 18:126 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 18. Bassett JH, O’Halloran DJ, Williams GR, Beardwell CG, Shalet SM, Thakker 
RV. Novel DAX1 mutations in X-linked adrenal hypoplasia congen-
ita and hypogonadotrophic hypogonadism. Clin Endocrinol (Oxf ). 
1999;50(1):69–75.

 19. Galeotti C, Lahlou Z, Goullon D, Sarda-Thibault H, Cahen-Varsaux J, 
Bignon-Topalovic J, et al. Longitudinal evaluation of the hypothalamic-
pituitary-testicular function in 8 boys with adrenal hypoplasia congenita 
(AHC) due to NR0B1 mutations. PLoS ONE. 2012;7(6): e39828.

 20. Zhang Z, Feng Y, Ye D, Li CJ, Dong FQ, Tong Y. Clinical and molecular 
genetic analysis of a Chinese family with congenital X-linked adrenal 
hypoplasia caused by novel mutation 1268delA in the DAX-1 gene. J 
Zhejiang Univ Sci B. 2015;16(11):963–8.

 21. Frapsauce C, Ravel C, Legendre M, Sibony M, Mandelbaum J, Donadille 
B, et al. Birth after TESE-ICSI in a man with hypogonadotropic hypog-
onadism and congenital adrenal hypoplasia linked to a DAX-1 (NR0B1) 
mutation. Hum Reprod. 2011;26(3):724–8.

 22. Ponikwicka-Tyszko D, Kotula-Balak M, Jarzabek K, Bilinska B, Wolczynski S. 
The DAX1 mutation in a patient with hypogonadotropic hypogonadism 
and adrenal hypoplasia congenita causes functional disruption of induc-
tion of spermatogenesis. J Assist Reprod Genet. 2012;29(8):811–6.

 23. Caron P, Imbeaud S, Bennet A, Plantavid M, Camerino G, Rochiccioli P. 
Combined hypothalamic-pituitary-gonadal defect in a hypogonadic 
man with a novel mutation in the DAX-1 gene. J Clin Endocrinol Metab. 
1999;84(10):3563–9.

 24. Tabarin A, Achermann JC, Recan D, Bex V, Bertagna X, Christin-Maitre S, 
et al. A novel mutation in DAX1 causes delayed-onset adrenal insuffi-
ciency and incomplete hypogonadotropic hypogonadism. J Clin Investig. 
2000;105(3):321–8.

 25. Li H, Ji CY, Zong XN, Zhang YQ. Height and weight standardized growth 
charts for Chinese children and adolescents aged 0 to 18 years. Zhong-
hua Er Ke Za Zhi. 2009;47(7):487–92.

 26. Elmlinger MW, Kühnel W, Ranke MB. Reference ranges for serum concen-
trations of lutropin (LH), follitropin (FSH), estradiol (E2), prolactin, proges-
terone, sex hormone-binding globulin (SHBG), dehydroepiandrosterone 
sulfate (DHEAS), cortisol and ferritin in neonates, children and young 
adults. Clin Chem Lab Med. 2002;40(11):1151–60.

 27. Xia Y, Duan Y, Zheng W, Liang L, Zhang H, Luo X, et al. Clinical, genetic 
profile and therapy evaluation of 55 children and 5 adults with sitoster-
olemia. J Clin Lipidol. 2022;16(1):40–51.

 28. Leiden Open Variation Database. Available from: https:// datab ases. lovd. 
nl/ shared/ genes/ NR0B1.

 29. Dipple KM, McCabe ER. Modifier genes convert “simple” Mendelian disor-
ders to complex traits. Mol Genet Metab. 2000;71(1–2):43–50.

 30. Dipple KM, McCabe ER. Phenotypes of patients with “simple” Mendelian 
disorders are complex traits: thresholds, modifiers, and systems dynamics. 
Am J Hum Genet. 2000;66(6):1729–35.

 31. Guran T, Buonocore F, Saka N, Ozbek MN, Aycan Z, Bereket A, et al. 
Rare causes of primary adrenal insufficiency: genetic and clinical 
characterization of a large nationwide cohort. J Clin Endocrinol Metab. 
2016;101(1):284–92.

 32. Amano N, Narumi S, Hayashi M, Takagi M, Imai K, Nakamura T, et al. 
Genetic defects in pediatric-onset adrenal insufficiency in Japan. Eur J 
Endocrinol. 2017;177(2):187–94.

 33. Buonocore F, Maharaj A, Qamar Y, Koehler K, Suntharalingham JP, Chan 
LF, et al. Genetic analysis of pediatric primary adrenal insufficiency 
of unknown etiology: 25 Years’ Experience in the UK. J Endocr Soc. 
2021;5(8):bvab086.

 34. Capalbo D, Moracas C, Cappa M, Balsamo A, Maghnie M, Wasniewska 
MG, et al. Primary adrenal insufficiency in childhood: data from a large 
nationwide cohort. J Clin Endocrinol Metab. 2021;106(3):762–73.

 35. Krone N, Riepe FG, Dörr HG, Morlot M, Rudorff KH, Drop SL, et al. Thirteen 
novel mutations in the NR0B1 (DAX1) gene as cause of adrenal hypo-
plasia congenita. Hum Mutat. 2005;25(5):502–3.

 36. Habiby RL, Boepple P, Nachtigall L, Sluss PM, Crowley WF Jr, Jameson 
JL. Adrenal hypoplasia congenita with hypogonadotropic hypog-
onadism: evidence that DAX-1 mutations lead to combined hypothal-
mic and pituitary defects in gonadotropin production. J Clin Investig. 
1996;98(4):1055–62.

 37. Salvi R, Gomez F, Fiaux M, Schorderet D, Jameson JL, Achermann JC, et al. 
Progressive onset of adrenal insufficiency and hypogonadism of pituitary 

origin caused by a complex genetic rearrangement within DAX-1. J Clin 
Endocrinol Metab. 2002;87(9):4094–100.

 38. Seminara SB, Hayes FJ, Crowley WF Jr. Gonadotropin-releasing hormone 
deficiency in the human (idiopathic hypogonadotropic hypogonadism 
and Kallmann’s syndrome): pathophysiological and genetic considera-
tions. Endocr Rev. 1998;19(5):521–39.

 39. Pitteloud N, Hayes FJ, Dwyer A, Boepple PA, Lee H, Crowley WF Jr. 
Predictors of outcome of long-term GnRH therapy in men with idi-
opathic hypogonadotropic hypogonadism. J Clin Endocrinol Metab. 
2002;87(9):4128–36.

 40. Young J, Xu C, Papadakis GE, Acierno JS, Maione L, Hietamäki J, et al. 
Clinical management of congenital hypogonadotropic hypogonadism. 
Endocr Rev. 2019;40(2):669–710.

 41. Balsamo A, Antelli A, Baldazzi L, Baronio F, Lazareva D, Cassio A, et al. 
A new DAX1 gene mutation associated with congenital adrenal 
hypoplasia and hypogonadotropic hypogonadism. Am J Med Genet A. 
2005;135(3):292–6.

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

https://databases.lovd.nl/shared/genes/NR0B1
https://databases.lovd.nl/shared/genes/NR0B1

	Clinical and genetic characteristics of 42 Chinese paediatric patients with X-linked adrenal hypoplasia congenita
	Abstract 
	Background 
	Methods 
	Results 
	Conclusions 

	Introduction
	Patients and methods
	Patients
	Study design
	Molecular analysis
	Statistical analysis

	Results
	Clinical characteristics and treatment of PAI
	Evaluation of pubertal development and treatment for HH
	Genetic assessment

	Discussion
	Conclusions
	Acknowledgements
	References


