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AR SHo} Mool wuko Aatoldrt. [H 2.8 IU/L FSH 7.0 IU/L, E2 17 pg/ul, TSH 2.7 ulU/nL,
prolactin 19.9 ng/ml 32 ACTH A=7AF 4748 e} ). (YP21A2 5-4AF] compound heterozygote

(c.[515T>A] +[293-13A>G] (p.1lel72Asn + splicing mutation))Tt}. Nonclassical 21-hydroxylase
deficiency® #3% dexamethasone 0.5 mg =& 4719 3 97o] AT}
ACTH Stimulation Test Basal 30min 60min 90min 120min X5 5
Progesterone(ng/mL) 10.94 71.11 51.65 61.48 50.62 1.73
17-0HP (ng/dL) 24917 89462 75050 91748 78283 181
DHEA (ug/dL) 24.60 >30 >30 >30 >30 26.5
Testosterone (ng/dL) 275 276 283 252 263 27.8
Cortisol (ug/dL) 6.1 7.8 8.6 9.2 9.7 0.1
Aldosterone (pg/mL) 378.08 549 .85 612.97 506.61 764.49 245.68
ACTH (pg/mL) 44 24
Renin (ng/mL/hr) 3.08 4.51
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Al & : Mutational Analysis of NF-1 Gene in a Family of Neurofibromatosis type 1 accompanied
by Pheochromocytoma
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Neurofibromatosis type 1 (NF1) is one of the most common autosomal dominant inherited disorder affecting
nervous system and is associated with mutations in the MFI gene, which is located on chromosome sub—band
17gl11.2and contains 57 exons spanning approximately 300 kb of genomic DNA. NF1 is caused by a loss of
function nmutation of the AF7 gene resulting in inactivation of neurofibromin, as a tumor suppressor, which
encodes a GTPase activating protein (GAP) involving in the negative regulation of Rasactivity. GAP related
domain, which is encoded by exons 20-27a, and cysteine—serine rich domain are well known to be mostly
important functional domains in neur ofibromin .In spite of many genetic analysis of NF1 related
pheochromocytoma, there still remains the question of whether pheochromocytoma is a true component of
NF1. We found a novel germline mutation of AF-7 gene (c.7907+1G&gt;A) in a 31-year-old fermmale patient
with NF-1 accompanied by pheochromocytoma and genetic analyses of her family members showed that this
mutation leads to skipping of exon 45 during AF7 mRNA splicing. As this novel germline mutation falls into
neither GAP related domain nor cysteine—serine rich domain but into C—terminal region of NF7 gene, which is
relatively not well known for its function, this suggests that there must be essential function in the C—terminal
region of NFI gene, especially in the development of NF-1 related pheochromocytoma. Therefore, we should
necessarily consider the mutation of C-terminal regionin AF7 gene when we encounter the patient with NF1
accompanied by pheochromocytoma.
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