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INTRODUCTION

Congenital adrenal hyperplasia (CAH) is an autosomal recessive disorder caused by
pathogenic variants in seven genes involved in the cortisol and aldosterone biosynthetic pathway.

11B8-hydroxylase deficiency (11BOHD), is attributed to pathogenic variants in the CYP11B1
gene encoding for the enzyme 11p3-hydroxylase (1130H).

CASE PRESENTATION

A female patient was referred to the pediatric endocrinologist due to syncopal episode.

She presented

J Premature adrenarche at the age of 6 years

1 Menarche at the age of 12 years

1 Height of 154.5cm, weight of 50kg (age 13 years old)

1 Acne, hirsutism, clitoromegaly and normal blood pressure.
1 Laboratory findings are shown in Table 1.

The mother of index patient

1 Diagnosed with CAH (age of 10 years)

J Under treatment with methylprednisolone.

1 Molecular investigation of the CYP21A2 gene was negative.

Table 1. Hormonal profile and ACTH stimulation test of the index patient
Hormonal findings Normal Range
17-OH progesterone (ng/ml) 0.07 - 1.7

Testosterone (ng/ml) 0.046 - 0.383
DHEA-S (pg/ml) 0.32-3.73
Androstenedione (ng/ml) 0.2-1.9
11- deoxycortisol (nmol/L) 1.4-5
11-deoxycorticosterone (pg/ml) 40-200
Aldosterone (ng/dl) : 4-31
Plasma Renin Activity (PRA) (ng/ml/h) : 0.15- 6.56
Cortisol (ng/ml) 43-240
Adrenocorticotropic Hormone (ACTH) (pg/ml) 6-60
ACTH stimulation test

17-OH progesterone (ng/ml) Cortisol (g/d)

2.85 10.3

3 4.00 11.2

METHODS

PCR and bidirectional sequencing of the CYP11B1 gene

Novel variants were evaluated:

By 7 bioinformatics software tools

v' Classified according to the ACMG guidelines

v Frequency of novel variants searched in the Genome Aggregation Database.
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Molecular investigation of the CYP11B1 gene
J Patient and her mother were heterozygotes for the p.K370Q (exon 6) and the p.G379S (exon 7) . [
 Father was heterozygote for the p.K370Q (p.[K370Q]J;[=]). PalLyssitin[Syoracel P [Lye370Ginf{=]

J Segregation analysis of the two siblings revealed that

v Patient and her mother were compound heterozygotes for p.K370Q and p.G379S
(p.[K370Q];[G379S]) (Figure 1).

- p. [Lys370GIn];[=] p.[Gly379Ser];[=z]  p.[Gly379Ser];[Lys370GIn]
Variant p.K370Q y y

v" Predicted pathogenic by the seven
tools employed Table 2. In silico analysis of CYP11B1 gene novel variants identified
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v' Classified as Variant of Uncertain ok : gnomAD Frequency e
Significance (VUS) - ACMG criteria CYPL1B1 IPolyphen| g [Mutatio] UMD MG
\"ELE] -2 n Taster | predictor Dynamut classification
Variant p.G379S (keal/mol) =xome cenome

Not reported
Probably : Disease Probably Probably _. -0.165 (mean VUS
protein Disease (mean coverage

v' Classified as likely pathogenic -ACMG (A ELELEI®OR Damaging function causing  pathogenic Damaging destabilization 84.5) coverage (Class 3)

T 29.8)
criteria. Not reported

v" Predicted as pathogenic by 3/7 tools Affect Not reported

' i CEyAARS Probabl Disease Probabl 0.513 Not reportec (mean Likely
None of the variants were present in ot Y Tolerated Polymorphism ' Neutral no (mean coverage pathogenic

gnomAD database (Table 2). (€.1135G>A) ELiuLlll: SERRITE Damaging destabilization 69.3) co;/(()er;)ge (Class 4)
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