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Neurofibromatosis Type I: Case Reports of Two Novel Mutations
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Neurofibromatosis type 1 (NF1) is characterized by multiple café-au-lait spots, axillary and inguinal freckling, Lisch nodules in the iris, and fibroma-
tous tumors of the skin. We performed direct sequencing of 58 exons comprising the NF1 gene along with the associated intronic regions in sus-
pected cases of NF1. We have detected two different novel frameshift mutations in two cases, respectively. The first case involved a 59-year-old
male presenting with neurofibromas and a positive family history of NF1. The patient presented with leiomyomas of the iliac bone and right adre-
nal gland, and an astrocytoma of the left cerebellum. The mutation in this patient was caused by heterozygous deletion of base A at nucleotide po-
sition 3108 (c.3108delA; p.Lys1036Asnfs*14). The second case involved a 25-month-old girl presenting with multiple café-au-lait spots and a posi-
tive family history of NF1. The mutation in this patient was caused by heterozygous deletion of base G at nucleotide position 7623 (c.7623delG;
p.Ile2541Serfs*7). These novel mutations may be useful for advanced genetic counseling and clinical management of patients with NF1 and their

families.
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Mini kit (QIAGEN Hilden, Germany)& ©]-&35}311, $3a 4
G- NFT 7734 ZA] ol 58719t Q1 JIEE] tsto]
PalmTaqTm High-Speed PCR Kit (Aharm Biosystem, Seoul, Ko-
rea) S ARSI =3ka AdMHES- AHE-S Biomek CleanSEQ-

www.labmedonline.org 135


http://crossmark.crossref.org/dialog/?doi=10.3343/lmo.2021.11.1.#&domain=pdf&date_stamp=2020-12-00

MO

0|2Z 2|: Novel NF1 Mutations

Fig. 1. Tumors observed in Patient 1. (A) Leiomyoma in the right iliac
bone. (B) Leiomyoma in the right adrenal gland. (C) Pilocytic astrocy-
toma in the left cerebellum.

800rxn (Beckman Coulter, Miami, FL, USA)Z AA|5}9 1L, Big-
Dye terminator v3.1 Cycle Sequencing Kit (Thermo Fisher Scientific,
Waltham, MA, USOE o}5t0] @714 wkg-2 Ajafstsict. )
S5 A71AE-E sequencher software v5.3 (Gene Codes, Ann Ar-
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A(single nucleotide polymorphism, SNP)Q1 ¢702G>A, ¢.2034G>A
7} AR, 22 970191 ¢3108delA (heterozygote) (p.Ly-
s1036Asnfs*14)0] HFAE|ICH(Fig. 2A). ACMG 7}ol=efelo w2
™ 0] ¢.3108del A= Korean Reference Genome Database (KRGDB)
ol AR A 23] al(moderate evidence of pathoge-
nicity, PM2), neurofibromin 7|52 AHA7 = 05 E5AHO|
(very strong evidence of pathogenicity, PVSDo|H, Z1419] A1734
& NFI A+
PP4)E Htt 0|5 E£3shH WAl (pathogenio) & & HTksh 4=
AKATH3]. 0] ¢.3108del A= 7]l HALE|A] oF2- E¢iololt}.
S} 21 Afehele) 387 415 3 kg = Hhofsteh ok 257}
9 ofo} 24 A15E] EA1et 5 mm o}e] WaAAa wo] 6
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Fig. 2. Partial sequences of NFT showing the mutations detected in
this study. (A) Patient 1, ¢.3108delA (p.Lys1036Asnfs*14). (B) Patient 2,
€.7623delG (p.lle2541Serfs*7). Both mutations were heterozygous.
Blue arrows indicate the locations of the variants.
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