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A recurrent mutation ln the Fibrodysplasia ossificans progressiva (FOP) is a rare autosomal

dominant disorder of skeletal malformations and progressive
BMP type I receptor ACVRI1 extraskeletal ossification. We mapped FOP to ch
. . 2q23-24 by linkage analysis and identified an identical
causes lnherlted and Helerozygous mutation (617G —A; R206H) in the
. > glycine-serine (GS) activation domain of ACVR1, a BMP
SpOI‘adlC ﬁbrOdysplaSIa type I receptor, in all affected individuals examined. Protein
. . modeling predicts destabilization of the GS domain, consistent
OSSIﬁcanS progreSSIV3 with constitutive activation of ACVR1 as the underlying cause
of the ectopic chondrogenesis, ost is and joint fusions
Eileen M Shore’-3, Meiqi Xu'?, George ] Feldman'?, seen in FOP.
David A Fenstermacher*, The FOP International Research
Consortium, Matthew A Brown’ & Frederick S Kxglanl'z‘”,

()

Shore et al. (2006) Nat. Genet. 38:525-527
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Clinical Report
A Unique Case of Fibrodysplasia Ossificans Progressiva
With an ACVRI Mutation, G356D, Other Than the
Common Mutation (R206H)
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va (FOP) is a rare autos
1se characte

Fibrodysplasia ossificans progres:
mal dominant congenital dis
sive heterotopic endochondral osteogenesis with gr

ectopic  ossification. Analysis of ACVRI and its ¢DNA
revealed that the patient is heterozygous for a mutation,
1067G > A (G356D). Typing of SNPs located in the ~0.5-

malformations. A 617G > A (R206H) mutation of the activin region spanning ACVRI and its neighbor genes sugg
A type 1 receptor gene (ACVRI) has been found in all that 1067G > A is a de novo mutation. These r

et
previously reported patients with FOP. Thus, this is one of clue to better understanding of FOP as well as of the mild
the most specific of all disease-associated mutations. We clinical symptoms in the patient. © 2008 Wiley-Liss, Inc.
report here on a 62-year-old man with slowly progressive
FOP and a novel mutation in ACVR. He developed difficulty
in moving his shoulder since age 10 years due to contraction
of the shoulder joint. The symptoms progressed slowly, and Key words: fibrodysplasia ossificans progressiva (FOP);
he could not walk at age 36 years and was bedridden at rare mutation; activin A type I receptor gene (ACVR1); bone
55 years. He also showed rigid spine, baldnes
hearing loss, and hypodactyly accompanied by abnormal receptor (BMPR); single-nucleotide polymorphism (SNP)

sensorineural morphogenetic protein (BMP); bone morphogenetic protein
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