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PATIENTS AND DESIGN RESULTS
= Patients with solved molecular etiologies had lower g
Forty-one children (19 females, median age: 3 months, range: 0-8 years) with non-CAH PAI of unknown etiology from 16 '(I;'g\;bnleazrég?gecnoarllt?;?rorigluhormones of PAI patients with identified molecular etiologies C?]ncgr?trqtlolr;s (I)f SterOIdS.dthan f:]eag['?fy iInfants, who has i
tertiary pediatric endocrinology clinics. P I8P prysiologicatly Tow steroids. The d erence was Most 2
significant  for  aldosterone,  cortisol, cortisone, £

Patients with CAH, adrenoleukodystrophy, autoimmune adrenal insufficiency or obvious syndromic PAI on clinical and
biochemical assessment were excluded.

Genetic analysis was performed using either targeted gene panel or whole-exome seguencing.

Plasma adrenal steroids were guantified by liquid chromatography-mass spectrometry and compared to that of controls.

Patients (n=29) Control (n=324)

corticosterone, pregnenolone, 170H-pregnenolone, 11-

(ng/mL) deoxycortisol, 21-deoxycortisol.

median range median range

Aldosterone 0.06 0.007-0.70 0.198 0.002-0.982

Plasma cortisol<4 ng/mL, -cortisone<ll ng/mL, and
corticosterone<0.11 ng/mL had >95% specificity to
segregate non-CAH PAIl patients compared to control
groups (p<0.0001, area under the ROC curve: 0.96, 0.88,
0.87, respectively)

Cortisol 0.891 0.021-77.5 31.08 1.681-248.8

DHEA-S 4.22 0.308-2757 132.1 5.609-978.1

RESULTS

Corticosterone 0.057 0.002-5.12 0.926 0.025-19.62

Molecular diagnosis was found in 11 genes in 29 (70.7%) cases.

The range of genetic etiologies found in this cohort were: StAR (n=6; 20%), MC2R (n=6; 20%), NNT (n=3; 10%),
NROB1/DAX1 (n=3; 10%), CYP11A1l (n=2; 7%), MRAP (n=2; 7%), SGPL1 (n=2; 7%), ABCD1 (n=1; 3%), AIRE (n=1; 3%),
AAAS (n=1; 3%), and HSD3B2 (n=2; 7%).

In 12 patients whose genetic etiology could not be found by TPS, further diagnosis was not be achieved by WES.

11-Deoxycortisol 0.029 0.001-2.03 0.231 0.028-2.094

Androstenedione 0.013 0.001-0.42 0.073 0.001-0.824

11-
Deoxycorticosterone

0.017 0.001-0.55 0.035 0.002-3.085

DHEA 0.112 0.01-35.9 0.626 0.012-28.07

170H-Pregnenolone 0.105 0.034-46.55 0.506 0.033-9.487

Table 1. Deficiency of adrenocortical steroids according to underlying molecular defect in patients with rare causes of PAI.
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