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The relationship between heterotopic ossification and GNAS imprinting
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We investigated the genetic backgrounds of heterotopic ossification in
patients with POH overlapped with PHP a (two patients) or PPHP (one patient). The de novo mutations
in GNAS gene were detected in all three patients. RT-PCR method and SNP analyses showed that one
mutation(POH/PHP a) was on the maternal allele and the other two mutations were on the paternal
allele. DNA methylation abnormalities were not detected. These data suggested that GNAS mutation on
the maternal allele could cause heterotopic ossification.

GNAS POH DNA



QoL

Progressive Osseous Heteroplasia;

POH POH
POH  GNAS
Pseudopseudohypo-
parathyroidism; PPHP
POH  PPHP
a Pseudohypoparathyroidism a;
PHP a GNAS
PPHP
PHP a POH
PPHP PHP a POH

POH/PPHP POH/PHP a
DNA

POH/PPHP 1  POH/PHP a 2
€Y
DNA PCR
GNAS (2)GNAS
RT-PCR SNP
®) DNA
MLPA  MS-MLPA DNA
(1)PCR

GNAS 3

c.432+1G>A, c.565-8delGACT,

2)-1
3 de novo
2)-2- RT-PCR
RT-PCR
) GNAS
NESP55 AS XL
A/B GNAS
mRNA RT-PCR
POH/PPHP
GNAS
€.565-8delGACT NESP55

A/B



(A)

BaETLL o

REAETLI

(A) OGNAS
(2)-2- SNP
POH/PHP a
5kb
T
slipping
Sanger
DNA
a 2
(3) MS-MLPA
DNA
GNAS
B
POH/PHP a 1

(B) MS-MLPA
GNAS

GNAS
T 20-30
SNP
PCR

PacBio® RS

POH/PHP

DNA

POH/PPHP 1
DNA

NESP55 AS XL A/B 1A

DNA
GNAS
POH
1
DNA
GNAS
POH
GNAS
MS-MLPA DNA
DNA
DNA
0
1

Miyai K, Nishina N, Takagi M, Goto M,

Hasegawa Y.



Variable Degree of Hormonal Resistance in
Patients with Progressive 0Osseous
Heteroplasia.

54" Annual Meeting of European Society of
Paediatric Endocrinology (2015, Oct.

Barcelona, Spain)

€Y
MIYAl, Kentaro

00749004

@

®

*

KASHIMADA, Kenichi

80451938



