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Abstract : We describe the case of a 44~year-old man with congenital adrenal hyper-
plasia (CAH ; 21-hydroxylase deficiency) associated with bilateral adrenal myelolipoma.
While undergoing computed tomogaraphy(CT) for the evaluation of persisting flank pain
in May 1988, he was diagnosed incidentally as having a bilateral adrenal tumor. Histology
of the right extirpated tumor revealed myelolipoma of the adrenal gland, and the other side
of the tumor also was diagnosed as myelolipoma by the image diagnostic characteristics.
The left side tumor was not extirpated. During examination of hyper-reninism, plasma
renin activity (PRA) at 10.5ng/ml/h, he was diagnosed as having congenital adrenal
hyperplasia due to elevation of adrenocorticotropin (ACTH), progesterone, and 17 a-
hydroxyprogesterone (17 «-OHP). Hydrocortisone with dexamethasone supplemented
therapy was started, and the ACTH, progesterone, and 17 «-OHP were normalized, but
plasma PRA persisted at high levels. The PRA in this case did not show the degree of
sodium loss. During 8 years of observation of the left side myelolipoma by CT, the tumor
size did not increase. This case provides an interesting natural history of the clinical
characteristics of CAH that went undiagnosed for a long period and an interesting compli-
cation of bilateral adrenal myelolipoma.
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Congenital adrenal hyperplasia (CAH) is characterized by a hereditary enzyme deficiency
in steroid synthesis of the adrenal gland. Over 90 % of CAH cases are associated with 21-
hydroxylase deficiency™® and have a mutation in the CYP 21 gene®®. The majority of
mutations result from recombination between the CYP 21 gene encoding the 21-hydroxylase
enzyme and the closely linked, highly homologous pseudogene CYP 21 P"®. Cases of CAH due
to 21-hydroxylase deficiency are classified into three clinical phenotypes : salt losing, simple
virilizing, and nonclassical forms or late onset type®~*". The molecular basis of the phenotypic
heterogeneity associated with the mutation in the CYP 21 gene remains to be elucidated. For
early diagnosis, newborn mass-screening for CAH was developed using measurement of 17 «
~hydroxyprogesterone (17 «-OHP)!%*®), Before mass-screening, many cases were not discover-
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ed until the onset of precocious puberty. The case described herein was undiagnosed for more
than 40 years and was discovered by chance during examination of adrenal myelolipoma. We
discuss the clinical characteristics and whether hydrocortisone supplement therapy was neces-
sary in this case.

ASSAY METHODS

The concentration of adrenocorticotropin (ACTH) was measumed by immunoradiometric
assay (IRMA) (Allegro HS-ACTH kit, Nihon Medi-Physics Co. Ltd., Nishinomiya, Japan).
Cortisol was measured by a radioimmunoassay (RIA) (Gamma Coat™ Cortisol, INCSTER Co.,
Stillwater, MN, USA). The concentration of 11-deoxycorticosterone (DOC) and 11-deoxycor-
tisol were measured by RIA (Ohtsuka Assay Co., Tokushima, Japan). The concentrations of
progesterone, 17 «-hydroxyprogesterone and dehydroepiandrosterone-sulfate (DHEAS) were
measured by RIA (DPC Progesterone KIT, DPC 17 «-OH Progesterone KIT and DPC DHEAS
KIT, Nippon DPC Corporation, Tokyo, Japan), respectively. Plasma renin activity (PRA) was
measured by RIA (Gamma Coat Plasma Renin Activity Kit, INCSTAR Co., USA). Active
renin concentration was measured by IRMA (Renin IRMA “Daiichi”, Daiichi Radioisotope
Labos Ltd., Tokyo, Japan). Aldosterone was measured by RIA (SPACK-S Aldosterone Kit,
Daiichi Radioisotope Labos Ltd., Tokyo, Japan)

CASE REPORT

The patient was born full term and had a normal birth. He did not suffer from dehydration
or shock and had no apparent genital abnormality at birth. His growth and development in
childhood were almost normal although his skin color was dark compared with his brother.
Secondary sexual characteristics developed when he was nearing 10 years old, and his height
growth stopped shortly thereafter with his final adult height being 153 cm. After graduation
from university, he worked strenuouslly without feeling fatigued. In May 1988, bilateral
adrenal tumors were discovered incidentally by CT examination for the evaluation of flank
pain. On August 2, 1989, extirpation of the right adrenal tumor was performed to rule out
malignancy (Fig. 1), and the histology of the tumor revealed myelolipoma (Fig. 2). In April
1990, he was referred to our department due to the findings of hyper-reninism (10.51 ng/ml/
h) and hyperaldosteronism (459.3 pg/ml). His height was 153 cm, weight 63 kg and blood
pressure 134/80 mmHg. No abnormality was found in appearance but his skin had a brownish
tone. No abnornality was found in penis size or testicular volume (right, 25 ml and left, 25 mD).
His intelligence level was high.

1) Urine and blood examinations, and basal hormone values

No abnormality was found by urinalysis or peripheral blood examination. Serum Na (138
mEq/D), K (4.0mEq/1) and Cl (101 mEq/1) were within normal ranges. For plasma basal
hormone values, ACTH was elevated to 149 pg/ml (normal range, 4.4 to 48.0 pg/ml), and
cortisol was 11.4 xg/dl (normal range, 2.4 to 15.5 ug/dl). PRA and plasma aldosterone
concentration were elevated markedly to 13.2 ng/ml/hr (normal range, 0.5 to 2.0 ng/ml/hr)
and 370.3 pg/ml (normal range, 45.0 to 105.5 pg/ml), respectively. Urinary 17-ketosteroids
(66.6 mg/day) and 17-ketogenic steroids (95.9 mg/day) were elevated but 17-hydroxysteroids
(8.3 mg/day) were within normal levels.






