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Neonatal-onset Hypertrophic Cardiomyopathy Diagnosed as LEOPARD Syndrome
by Genetic Analysis: A Case Report

Sachiko Abe,Y Hiroshi Fujii,? Chizuru Tamagami,? Satoshi Okada,? Hiroshi Shimizu,?
Chiaki Waki,? Mitsuhiro Kamisago,? Kayoko Hirayama,® and Rumiko Matsuoka®
YDepartment of Pediatrics, Chugoku Rousai General Hospital, Hiroshima,

2Department of Pediatrics, Tsuchiya Hospital, Hiroshima,
3Department of Pediatric Cardiology, The Heart Institute of Japan, Tokyo Women' s Medical University, Tokyo, Japan

We report a case of LEOPARD syndrome (L S), diagnosed by genetic analysis, in which the patient exhibited symptoms of
hypertrophic cardiomyopathy (HCM) during the neonatal period and deafness at age two.

Heart murmur was observed on day 1, and the patient was admitted to the NICU under a diagnosis of HCM as indicated by
echocardiogram. Beta-bl ockers were administered initially, however, at the age of six months, regression of cardiac hypertrophy
was observed and the patient was taken off beta-blockers at age one.

At age two, Noonan syndrome was suspected, and, based on the results of genetic analysis of PTPN11 (protein-tyrosine
phosphatase, non-receptor-type 11, which is responsible for Noonan syndrome) performed at age two, the patient was diagnosed
with Noonan syndrome, as indicated by a point mutation. However, deafness a age two and the appearance of multiple lentigines
at age four led to afina diagnosis of LS with a PTPN11 mutation.

Genetic analysiswas useful in this case both for early diagnosis of LS exhibiting neonatal HCM and for greater acceptance of
the disease by her parents.
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Fig.1 Echocardiogram performed at 6 months of age. Both
intraventricular septum and left ventricular posterior wall
showed asymmetrical hypertrophy.
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ECG recorded at 6 months of age showing inverted T in Il, lll, and
aVr, and high voltage of R in V5 and V6.
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Fig. 3 Sequencing results showing the wild-type sequence of
exon 7 in a control group and the heterozygous change
of an adenine at cDNA position 836 into a guanine in
the patient's DNA.
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Fig. 4 Scheme of SHP 2 and reported mutation points of PTPN11 gene.
O Represents mutations of LEOPARD syndrome[d [ number of families of Noonan syndrome[] [t number of families of LEOPARD
syndromd,] [ number of Noonan syndrome with cafe-au-lait spots, N-SH2: N-terminal of Src-homology 2, C-SH2: C-terminal of Src-

homology 2, PTP: protein-tyrosine phosphatase
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