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Fig. 1 Family tree, pathology of muscle and CT of skeletal muscles.

A) The father had suffered from an unknown amyotrophy. Muscle weakness also affected his sister. B-1) Marked variations in fiber

size are apparent, with some necrotic and regenerating fibers (hematoxylin and eosin (HE), bar = 100 um). B-2) Rimmed vacuoles

are shown. Neither nemaline bodies nor ragged-red fibers are seen (modified Gomori trichrome, bar = 50.0 pm). B-3) Type 1 fiber

predominance and type 2B deficiency are recognized. Although the group atrophy is shown in the left lower of the picture, no fiber-

type grouping is apparent (ATPase pH 10.5, bar = 200 pm).
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Fig. 2 CT of skeletal muscles.
Atrophy and replacement of adipose are prominent in many muscles.
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Fig. 3 Magnetic resonance imaging of the brain.
T,-weighted axial image (A: 1.5 T; TR = 438 ms; TE = 13) and T,-weighted coronal images (B-C: 1.5 T; TR =
392; TE = 19) show atrophy of the temporal lobe, including the hippocampus and amygdala, and the frontal lobe

with left dominance.

JERBE B S W BRI D 5 5%, BRI T V7 3 >~
MAEIE A E Doz, LEMICEREIIALO R P70 0
DFEM R IR IZ O W TIEEHi CE T 69, RIZOAE
27 5617 R Paget I A 4 L &%) 1Y, £ 72 IBM
TUHREXE72TIEHHONTBY, KEITOHHEREIZS
W o T2 REMEIE R E T E R\,

RGO FBHAEIRIE Neary 5 OB WM Ta7 L% 2%
Wi FRIE A 72 LCB Y FTD & & 2 72, MRI A I TE HE AR
AL OZEHEL BRI T ATE R, W - mAE O ZEE £ A
& ¥ TH ) semantic dementia X°> progressive non-fluent aphasia
THLNBEEH LS &b ko Tz, JEFBER I
WRbEE, EHERMESERE, LB OFEMTI LY AR
I O & 72 5§ R 0 A% 720 210 (& semantic
dementia & ) progressive non-fluent aphasia D% % L 1) 5t <
b o Tnd, RS Pick WO CTH 545, Wifll
ATBHIE AR I ARG TIZRIETH o 72, VCP BIn T EHI D
AR IR TR IE A 2 <, e M ETBE A B ZE D MR IZ D\ T
DWEFNLL 72N Kim 5 P 1Z3HARELTHBY 2D
)5 2 BIAE B ZEA T, 40 MASSIE & V) HIE—FH L T
VDA, WG il TREE /1252 L <, semantic dementia
ELTWREEARBI LT &2 5, FHEMIZOWT 2600
1B HEOHFEIRAFESNTEB Y, &9 1B 0o
7o EFIZOWT 28 & bk IEAd > 72, p.Alad39Pro
IEHHERTH ) SHROEGAOEREPHES NS,

B, ARENICHK 4 D Pt.No6 & [H—TdHh 5.

HEE  BIEB % T AT I AR T SR IR~ s L E
MATHIICBE L, BRI X& COLIRREICH a3, #lfk, HE
BWFRdH) TEA.

X #

1) Tucker WS Jr, Hubbard WH, Stryker TD, et al. A new familial
disorder of combined lower motor neuron degeneration and
skeletal disorganization. Trans Assoc Am Physicians 1982;95:
126-134.

2) Watts GD, Wymer ], Kovach M]J, et al. Inclusion body myopathy
associated with Paget disease of bone and frontotemporal
dementia is caused by mutant valosin-containing protein. Nat
Genet 2004;36:377-381.

3) Kimonis VE, Mehta SG, Fulchiero EC, et al. Clinical studies in
familial VCP myopathy associated with Paget disease of bone
and frontotemporal dementia. Am ] Med Genet 2008;146A:
745-757.

4) Shi Z, Hayashi Y, Mitsuhashi S, et al. Characterization of the
asian myopathy patients with VCP mutations. Eur J Neurol
2012;19:501-509.

5) Palmo J, Sandell S, Suominen T, et al. Distinct distal myopathy
phenotype caused by VCP gene mutation in a finnish family.
Neuromuscul Disord 2011;21:551-555.

6) Argov Z, Mitrani-Rosenbaum S. Hereditary inclusion body
myopathy and other rimmed vacuolar myopathies. In: Aminoff



7)

8)

9)

VCP BT O A RO AT 6]

M]J, Boller E Swaab DE et al., editors. Handbook of clinical
neurology, vol 86, Myopathies. Amsterdam: Elsevier; 2006.
p. 243-253.

Kimonis VE, Fulchiero E, Vesa ], et al. VCP disease associated
with myopathy, Paget disease of bone and frontotemporal
dementia: Review of a unique disorder. Biochim Biophys Acta
2008;1782:744-748.

Kotowicz MA. Paget disease of bone. Diagnosis and indications
for treatment. Aust Fam Physician 2004;33:127-131.

Neary D, Snowden ]S, Gustafson L, et al. Frontotemporal lobar
degeneration: a consensus on clinical diagnostic criteria.

11)

12)

Abstract

53 : 469

Neurology 1998;51:1546-1554.

Ky ¥, {EAMHS. FTLD @ MRI. Brain Nerve 2009;61:
1269-1273.

Rohrer JD, Warren JD, Modat M, et al. Patterns of cortical
thinning in the language variants of frontotemporal lobar
degeneration. Neurology 2009;72:1562-1569.

Kim EJ, Park YN, Kim DS, et al. Inclusion body myopathy with
Paget disease of bone and frontotemporal dementia linked to
VCP p.Argl55Cys in a Korean family. Arch Neurol 2011;68:
787-796.

An advanced case of myopathy and dementia with a new mutation
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We report a 51-year-old man with myopathy and dementia probably caused by a novel mutation of the valosin-
containing protein (VCP) gene, in the form of a p.Ala439Pro substitution. At 43 years old, he presented at least 2-year
history of weakness of right ankle dorsiflexion. Findings from muscle biopsy suggested distal myopathy with rimmed
vacuoles. However, no mutation in the GNE gene was identified. He complained of giving way of the knee, and muscle
imaging study showed adipose tissue infiltration in the quadriceps. Ten years later, he was confined to a wheelchair and

became reticent and antisocial with slightly impaired memory. A muscle CT revealed atrophy or replacement by adipose

tissue in the muscles of neck, trunks and extremities muscles with laterality and variation of the degree. The magnetic
resonance imaging of the brain showed bilateral frontal and temporal lobe atrophy with left dominance. Findings were
compatible with inclusion body myopathy with Paget’s disease of bone and frontotemporal dementia.

(Clin Neurol 2013;53:465-469)
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