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Abstract

The objective of our study was to evaluate the relation between muscle MRI findings and
upper limb weakness with grip myotonia in patients with myotonic dystrophy type 1 (DM1).
Seventeen patients with DM1 were evaluated by manual muscle strength testing and mus-
cle MRl of the upper limbs. Many DM1 patients presenting with decreased grasping power
frequently showed high intensity signals in the flexor digitorum profundus (FDP) muscles on
T1-weighted imaging. Patients presenting with upper limb weakness frequently also
showed high intensity signals in the flexor pollicis longus, abductor pollicis longus, and ex-
tensor pollicis muscles. Disturbances of the distal muscles of the upper limbs were predomi-
nant in ail DM1 patients. Some DM1 patients with a prolonged disease duration showed
involvement of not only distal muscles but also proximal muscles in the upper limbs. Muscle
involvement of the upper limbs on MRI strongly correlated positively with the disease dura-
tion or the numbers of CTG repeats. To our knowledge, this is the first study to provide a de-
tailed description of the distribution and severity of affected muscles of the upper limbs on
MRI in patients with DM1. We conclude that muscle MRI findings are very useful for identify-
ing affected muscles and predicting the risk of muscle weakness in the upper limbs of

DM1 patients.

Introduction

Myotonic dystrophy type 1 (DM1) is the most common form of inherited myopathy in adults,
presenting with myotonia and muscle weakness in the distal portion of the upper and lower
limbs. DM1 patients also show general symptoms, including cataract, frontal baldness, endo-
crinological abnormalities such as hypogonadism or hyperinsulinemia associated with insulin
resistance, and dementia or mental retardation [1-3]. Weakness of the distal portion of the
upper limbs and grip myotonia are the earliest clinical signs of skeletal muscle involvement in
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DMI1 patients and cause skilled movement disturbance. Therefore, management of upper limb
muscles is very important in maintaining patients’ activities of daily living.

To our knowledge, muscle involvement on magnetic resonance imaging (MRI) of the upper
limb muscles in DM1 has not been reported in detail previously. In this study, we evaluated the
relation between upper limb muscle involvement and muscle MRI findings in DM1 patients.

Patients and Methods
Patients

Seventeen DMI patients from 14 families (8 men and 9 women, mean age 51.1 years, standard
deviation 11.8 years, range 30-68 years) were studied (Table 1). All patients showed evidence
of degenerative myopathy on clinical examinations as well as myotonia on clinical or electro-
myographic examinations or both. All patients gave fully informed consent before participa-
tion. Neurologically, the patients were examined and evaluated by at least three neurologists.
Muscle strength was graded according to the Modified Medical Research Council (MRC) scale,
which classifies muscle weakness in ten degrees from normal strength (10) to no voluntary
movement (0) [4]. The definition of grip myotonia in this study was as follows: following a
forceful grip, there is a delayed ability to relax the grip. The clinical features of the patients are
summarized in Table 1.

This study was approved by the Ethics Committee of the Nara Medical University School of
Medicine. All the involved subjects gave their written informed consent.

Genetic Studies

Genetic studies of the expansion of CTG repeat length in the 3" untranslated lesions of myoto-
nin protein kinase were performed with the use of DNA separated from leukocytes. Digestion
with Eco RI and Bgl I restriction enzymes, separation of DNA fragment by gel electrophoresis,
transfer of the DNA fragment to a nylon membrane by Southern blotting, hybridization

Table 1. Clinical characteristics of 17 patients with myotonic dystrophy type 1.

Pt Age/ Grip myotonia Grasping Power CTG Duration Wrist Wrist Elbow Elbow
Sex (RY/LY) (Kg) repeats (years) flexion extension flexion extension

1 62/F ++ 5/7 100 7 717 8/8 10/10 9/9

2  59/M +/+ 8/6 100 24 8/8 8/8 10/10 10/10

3  55M +/+ 15/15 100 16 9/8 9/9 10/10 10/8

4 57/M +/+ 9/8 100 12 6/6 6/6 77 8/8

5 34/M +/+ 1212 200 5 8/8 10/10 10/10 10/10

6 45M +/+ 5/7 500 12 8/8 8/8 10/10 10/10

7  36/F +/+ 3/2 500 9 8/8 8/8 9/8 5/6

8 47/F +/+ 9/8 600 7 8/8 8/6 10/10 8/8

9 59M ++ 0/0 700 19 6/6 717 8/8 6/6

10 36/F ++ 8/7 800 7 8/8 8/8 10/10 10/10

11 38M ++ 717 800 12 8/8 8/8 10/10 8/8

12 62/F ++ 0/0 1000 15 6/6 77 8/8 8/8

13 68/M ++ 0/0 1000 33 1/1 11 n n

14 30/F ++ 717 1100 8 4/4 4/4 10110 4/4

15 64/F ++ 77 1500 30 8/8 9/9 8/8 10/10

16 59/F +H+ 0/0 1800 36 8/7 8/8 8/8 8/6

17 57/F ++ 0/0 2300 33 5/5 5/5 5/5 5/5

doi:10.1371/journal.pone.0125051.t001
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with radiolabeled DM1-specific probe, and finally visualization by autoradiography were per-
formed [5].

Muscle MRI

All MRI examinations were performed using a 1.5 Tesla superconducting magnet (GE-Sigma,
1.5 Tesla). The upper limb was examined in 5-mm axial slices using T1- (TR 500/TE 15ms)
and T2- (TR 2000/TE 22-90ms) weighted SE sequences in all DM1 patients. For all sequences,
the same geometric parameters were used: field-of-view 140 mm, matrix size 197 x 256. The
average total scan time was 30 minutes per patient. A phased array coil was used as the receiver
coil. The left upper limb of all patients underwent MRI scanning. Muscle MRI findings were
evaluated by two neurologists (MS and KS) and a radiologist (TT).

We analyzed individual muscles and subsequently categorized the overall degree of upper limb
involvement. The following individual muscles were assessed unilaterally: biceps brachii (BB),
triceps brachii (TB), and brachialis (B) muscles in the upper arm; and brachioradialis (BR), flexor
carpi ulnaris (FCU), flexor carpi radialis (FCR), flexor digitorum profundus (FDP), flexor digi-
torum superficialis (FDS), flexor pollicis longus (FPL), abductor pollicis longus (APL), extensor
pollicis longus and brevis (EP), extensor carpi ulnaris (ECU), extensor carpi radialis (ECR), ex-
tensor digitorum communis (EDC), pronator teres (P), and supinator (S) in the forearm. These
16 muscles were assessed on T1-weighted sequences for the presence of fatty infiltration, evaluat-
ed according to Fischer’s semi-quantitative scale [6]: 0—normal appearance, 1—occasional
scattered T1 hyperintensity, 2—confluent areas of T1 hyperintensity <50% of muscle involved,
3—confluent areas of T1 hyperintensity >50% of muscle involved, and 4—complete replacement
of muscle with fat. The score of 0 to 4 for each muscle was changed to—to ++++ in Table 2.

Table 2. Distribution of affected muscles detected by muscle MRI.

Pt BB TB B BR FCU FCR FDP FDS ECU ECR EDC S P APL EP FPL MRI fat score
1 - - - - - - + - - - - - - + - 0.19
2 - - - - - - + + - - - - - + - 0.25
3 - + - - - - + - - B - - - + - 0.19
4 - - - - + - - - - - - - - 0.06
5 - - - - - - + - - - - - + - - + 0.19
6 + + + - - - + + - - - + - + 0.56
7 + +++ + - - - ++ + - - - + + + + - 0.75
8 + - + - - - + - - - - - - - - - 0.19
9 - + - - - - ++ + - - - + - + + + 0.5
10 - - - - - - - - - - - - + + + 0.25
11 - - - - - - - - - - - - + + + 0.25
12 + + + - + - ++ + - - - - - + + + 0.63
13 4 4+ ++ + + + ++ + + + + + + + + + 1.31
14 - - - - - - + + - - - - - + - - 0.19
15 + + - - - ++ + - - - - - + + 0.56
16 ++ + - +++ + - - - - + 0.81
17 ++ + + + +++ + - - + + + + 1.06

BB = biceps brachii; TB = triceps brachii; B = brachialis; BR = brachioradialis; FCU = flexor carpi ulnaris; FCR = flexor carpi radialis; FDP = flexor
digitorum profundus; FDS = flexor digitorum superficialis, FPL = flexor pollicis longus; APL = abductor pollicis longus; EP = extensor pollicis longus and
brevis; ECU = extensor carpi ulnaris; ECR = extensor carpi radialis; EDC = extensor digitorum communis; P = pronator teres; S = supinator.

- = normal; + mild change; ++ = mild to moderate change; +++ = moderate change; ++++ = severe change.

doi:10.1371/journal.pone.0125051.1002
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Statistical analysis

An overall MRI involvement score was established for each patient by calculating the mean of
the quantitative scores of all 16 muscles. We used the MRC scale on the left side, which corre-
sponded to the side examined by muscle MRI. Statistical analysis was performed with the use
of Statcel 3 (OMS, Inc., Tokorozawa, Saitama, Japan) to assess correlations between the overall
MRI involvement score and clinical symptoms or the numbers of CTG repeat lengths by Spear-
man’s rank correlation coefficient. P values of <0.05 were considered to indicate

statistical significance.

Results

Clinical features of all DMI patients are summarized in Table 1. Typical muscle MRI findings in
a patient with mild disease (patient 4) and a patient with severe disease (patient 7) are shown in
Fig 1. The distribution of affected muscles as detected by muscle MRI is shown for all patients in
Table 2. All DM1 patients showed T1-weighted high intensity signals for the presence of fatty
infiltration in the FDP muscle only (p<0.001). Patients with severe weakness showed high in-
tensity signals also in the FPL, APL, and EP muscles at the forearm level, as well as the BB and
TB muscles at the arm level. Patients with more advanced disease also showed involvement of
the P, S, and B muscles. The distribution of affected muscles is shown in Fig 2. In general, the
EDP, FPL, APL, and EP muscles were severely affected. However, the flexor carpi, extensor
carpi, and EDC muscles were relatively spared, even in patients with advanced disease (Fig 2).

The FDP muscle, the most affected in all DM1 patients, contributes to flexion of four fingers
from the index finger to the small finger. In our study, the index finger and the long portions of
the FDP muscle were most affected (Fig 3).

Fig 1. Muscle MRI findings of the upper limb muscles in myotonic dystrophy type 1. Typical findings of
muscle MRI in a patient with mild disease, patient 4 (A, B), and a patient with severe disease, patient 7 (C, D),
as summarized in Table 1. On T1-weighted images, only the FDP muscle showed high intensity signals with
fatty degeneration in patient 4. In patient 7, the FDP muscle as well as a few other muscles showed high
intensity signals with fatty degeneration. A, C = arm muscles; B, D = forearm muscles.

doi:10.1371/journal.pone.0125051.9001
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Fig 2. Frequency of muscles in the upper limbs showing >30% fat infiltration. BB = biceps brachii;

TB = triceps brachii; B = brachialis; BR = brachioradialis; FCU = flexor carpi ulnaris; FCR = flexor carpi
radialis; FDP = flexor digitorum profundus; FDS = flexor digitorum superficialis, FPL = flexor pollicis longus;
APL = abductor pollicis longus; EP = extensor pollicis longus and brevis; ECU = extensor carpi ulnaris;
ECR = extensor carpi radialis; EDC = extensor digitorum communis; P = pronator teres; S = supinator.

doi:10.1371/journal.pone.0125051.9002

The correlations between the muscle MRI findings and the histopathological findings of bi-
opsy specimens of the muscle were examined in patients 4, 7, and 15. In patients 7 and 15,
T1-weighted high-intensity signals on MRI of the biceps muscle were associated with charac-
teristic pathological findings, such as central nuclei, variable ranges of fiber size, and fatty de-
generation (Fig 4). In contrast, the biceps muscle in patient 4, associated with no high-intensity
signals on MRI, showed mild pathological findings without fatty degeneration (data not
shown).

FDP muscle

Median N

{index portion}

Ulnar N
Radial N
{Long portion}

{Ring portion)

{Small portion}

Antericr interosseus N

posterior interosseous N

Fig 3. Anatomic transverse section of the forearm muscles. The FDP muscle, the most affected in all
DM1 patients, contributes to flexion of the four fingers from the index finger to the small finger. In our study,
the index finger and the long portions of the FDP muscle were most affected. These areas are surrounded by
the median, ulnar, and posterior interosseous nerves and the ulnar bone.

doi:10.1371/journal.pone.0125051.g003

PLOS ONE | DOI:10.1371/journal.pone.0125051  April 28, 2015 5/9

- 177 -



@PLOS | ONE

Characteristic MRI of Upper Limb Muscles in Myotonic Dystrophy Type 1

Fig 4. Histopathological findings of a biopsy specimen of the left biceps brachii muscle (patient 7 in
Table 1). Histopathological examination of a biopsy specimen showed characteristic pathological findings,
including central nuclei, variable ranges of fiber size, and fatty degeneration. H&E stain, Bar = 30 pm.

doi:10.1371/journal.pone.0125051.9004

The correlations between the MRC scale and MRI involvement score were significant in
both the upper arm (p <0.05) and the forearm (p <0.05). The overall MRI involvement score
of the upper limb muscles significantly correlated with the disease duration (r = 0.024,

p = 0.0009) and the numbers of CTG repeats (r = 0.00036, p = 0.004), despite the diversity in
phenotype and genotype (Fig 5). There was no significant correlation between the overall MRI
involvement score and age. However, there was a trend toward a higher MRI involvement
score in older patients (r =0.012, p =0.11).

r=0.024, p=0.0002
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Fig 5. Correlations of fatty infiltration on MR! with disease duration (A) and the numbers of CTG
repeats (B). Scatter-plots of overall MRI fat score versus disease duration (A) or the numbers of CTG repeats
(B) in all patients. Significant correlations were observed in both A (r = 0.024, p = 0.0009) and B (r = 0.00036,

p=0.004).

doi:10.1371/journal.pone.0125051.g005
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Discussion

Muscle MRI has been reported to be the most important imaging tool for the in vivo assess-
ment of patients with various myogenic disorders, such as inclusion body myositis [7], poly-
myositis [8], and Duchenne muscular dystrophy [9]. Several studies have demonstrated lower
limb muscle involvement in DM1 patients [10~13]; however, the detailed distribution of upper
limb muscle involvement has not been reported previously.

To our knowledge, this is the first study to report the detailed distribution and severity of af-
fected upper limb muscles on MRI in patients with DMI. Our results showed that all DM1 pa-
tients who presented with very mild to severe upper limb weakness showed T1-weighted high
intensity signals in only the FDP muscles. In fact, FDP muscle involvement was already evident
in early-stage disease. The FDP muscle fans out into four tendons (one to each of the index to
small fingers) attached to the palmar base of the distal phalanx. We demonstrated that the
index finger and the long portion of the FDP muscle were particularly affected, even in early
disease. This area has anatomical specificity and is the deepest region surrounded by the medi-
an, ulnar, and posterior interosseous nerves and the ulnar bone. However, the reason for the
earliest damage in this region remains unclear.

In addition, our results showed that the FDP muscle was most affected, followed by the APL
and EPL muscles (Fig 1). These three muscles had more specific involvement and were located
in deeper positions. Patients with severe weakness, moreover, showed high T1-weighted signal
intensity extending to the FDP, FPL, APL, and EP muscles at the forearm level, as well as the
BB and TB muscles at the arm level. In contrast, the peripheral muscles of the forearm were
relatively preserved.

There is no satisfactory explanation for the distribution of muscular changes associated
with different dystrophic processes. As one possible factor, a previous study suggested that ana-
tomical characteristics such as shape, length, or extension over one or two joints might be con-
tributing factors affecting muscle strength [14]. Another possible factor is the distribution of
the two histopathological types of muscular fibers, type 1 and type 2, [15], as well as the selec-
tive alteration of these fiber types in some diseases, such as atrophy of type 1 fibers in DM1.

Histopathological findings of biopsy specimens of the muscle were associated with
T1-weighted high-intensity signals on MRI findings in all three patients who underwent mus-
cle biopsy in our study. MRI findings may thus be useful for estimating the underlying patho-
logical changes of involved muscles. However, further studies of larger groups of patients are
necessary to establish the correlation between histopathological findings and MRI findings.

Our study showed that the MRC scale correlated with the MRI involvement score in both
the upper arm and forearm. Interestingly, the correlations of MRI muscle involvement with
disease duration and the number of CTG repeats were also strongly positive. In fact, a recent
study has shown that muscle weakness of wrists and elbows significantly correlate with the
number of CTG repeats [16]. This finding may support the positive correlations of MRI muscle
involvement with the number of CTG repeats and the MRC scale in our study. Our results also
showed a trend toward a positive correlation between the MRI involvement score and age, al-
though statistical significance was not reached. These findings may reflect the chronic progres-
sive nature of DM1. Therefore, information obtained by muscle MRI may contribute to the
estimation of prognosis.

Grip myotonia is often a prominent symptom in DM1 patients. However, because loss in
power at the wrist is noted even in early disease, permanent distal muscle weakness and grip
myotonia are the earliest clinical signs of skeletal muscle involvement. On the other hand, re-
cessive myotonia congenita (RMC) is an autosomal recessive, inherited generalized myotonia
without permanent muscle weakness. RMC is caused by muscle chloride channel dysfunction,
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similar to DM1. A previous study of RMC reported that myotonia and transient weakness
alone are not associated with skeletal muscle signal changes on MRI [17]. Therefore, the muscle
involvement seen on MRI in DM1 patients may not result from chloride channel dysfunction,
but is clearly a consequence of the chronic dystrophic disease process.

In conclusion, muscle MRI findings are very useful for estimating the distribution and se-
verity of affected muscles and anticipating muscle weakness in the upper limbs of DM pa-
tients. Our results showed that muscle involvement of the upper limbs on MRI strongly
correlated positively with the disease duration and the numbers of CTG repeats. Therefore, in-
formation obtained by muscle MRI can contribute to the estimation of prognosis.
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F/, BECEZLPMELLEREECHR
ZERat X F 8 F — 1R T VMA2I BInFE
HERR W23, XMEADT LIVFLEEZ 6h
TWwaY,

3. & &

XMEA iZ, Xq28 (2B $ 5 VMA21 #IZTD
ERIZE->THERRIEINEY. BEOT /A4
T 5, XMEA Tid VMA21 @ mRNA £4%%
BLTWBZEHIRENI VMA211E, vacuo-
lar ATPase 7 & ¥ 7V RFO—DT, 71V
V- LAEROBRELICEELR R R R LT
5%, BEOHIZTIZ, vacuolar ATPase D7 &
YT VRENEIY, HIFED vacuolar ATPase
EHEPMKT 3 5%, TOHE 94V —240
pHMLERL, &7 E5REEMET S 5.
FLT, MANOESET I VBS—VHARAL L.
Al o AHHIFIHEF & L7 < mTOR
(mammalian Target Of Rapamycin) DATE{LA
B, F—b77V=AFEsRL. RS
Nizd— b7 7 I =2 @30HBINE VD,
F—=PrFA V- LPEE LTV, XMEAT
AHNEREIL, VMA2LOHEHELIEEL
NV ETHERT I L THETZZ LS, 7
kM R BEEORENHRF I LS.
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4. %

1) EREREEIR

XMEA 1, XHESHHELERIZTHLOT, &
FZIZBMOAT, LHEIREZE LS. male
to male DMEE(RIFEIE 2. Li2do T, XMEA
BEOF LI BWIIES, aiidfEE s
b, WHRREE BRRYICE BEIRTH
D, M7 L7+ > FF—E(CKEDSIEHET
b5

BHETIE, RIS FBOENMH OB IMET &
HEMIZH OB, ERITEECTH L,
11& &S IR PHOMEMA A SN, BIKEH
BT L. F, EMEZTTERL, EEL
LR T EHERIEOONDL. LoL,
FEFT IR0 C, RN B W T b E AL
DREEIBMO TEC, KEEOEMEAHHE V2.
TG OB 2. BT R 20103,
WH 40 BEELETH 2205 60 Al THA
LCHRITTRERMb H 5. EMGTRIZRIFT
BEIEGRZEITHEEZONS, BB
X, BHBEOAT, DanonfE&IZRL D, Lo
EE R, MEDERTH A BRIHEED
BEERELED, P CKEREYTER L TW
L. 720, FOBREBILFEMEERED 1L5ER
515 LIRA VY. HEBRTIE NSRS ME
OEBHEMIROLN, IF P—FNEEZE
TEHEZELDA.

2) BIRIEFRR
BRRRERT R G, B~ R O AR
BOKNRREDH SN, I - BARMEIIRD
72wy, Danon %5 & RIERIC, /DZERZ b OR5HHE
PEAEL, —ETHER 7 7 & — Bkt Tt
LTwa, ZO/NERoOEIZ, 7EFLay) s
IAT 7 —EEEFROLN, VAT 4
AN AT K v EDOMGEEERER Y Vo8 s %
BHELTWA Ferld, 0L BHHED
FHE b OHCEAEZEE AVSF L £D1F /27
(Danon HDOFEZR). AVSF O s E
B ONEBICHIIABESZE) L CwBIRRT
HHH, FOWFERLHRENOMGITIE T IR
LA, BFREMEEIC L ABIETIE, &

BEOWNHNCH- T, BEREFRD S, REl
ORELREEYS ) a—-r R E0AD
BEZERIFENTHD. BETEDN T W
2RI ) URRMEL —HEREL TS

—77, Danon¥f & 1358 7% 0, ZEa% ik M
HoFRmMIZIE BEEEES A (membrane at-
tack complex: MAC) & I 2 ik C5h-9 @
MERDPEELTVDEY ZoFRIE XMEA
ICHRETH Y, DanonHTlkASNE V. &
FHMSBETHET L L, HMREO—TEE
OBEBLPBBEINLY. EihoEEKO
B, ZHOBCAEZERYEF o THwa5.
AT O B ORI T, IR R
DZEROAEDI R —T, HLPHEA T
WAHELIICRZAE 0L REKKEREEDDH
LEHIT, MACHULEZELTVWAEb DEEZ L
nas.

5. W ERRIEE

BWTE, VMA2I BRI L DIEE T 52
BOTINGRERTHLDOT, WHRERZTT
XMEA # 5t T VMA21 & (ZF IR0 % {74 %
DIFHENICIZEETH 5. EBROBIICI,
HERARED TEET, BRIV TIER
AR OBEVWECEHAEZRBAVSEF D LN
B B, BAGEHE BCAEAEZERMEI ;N
F "W B L O THo MG EE T
PO T, XMEADOZWHLEEZER L T 5 (F
1)

RS AVSFIZIN 2 C, MAC Otz
EEOERBAALNLLDDIIC, KRUEAD
EEZE I A8 F -V L HIBER A AN
PEIFNRF—=9H D, FICHhiBRizLBD,
HiE TR VMA2I BIZTFERPR V2SR,
XMEADO 7 VIFFEEZ LNTWBY, —7,
BHTHREENICEENTA2Z 25, ML
{ XMEADT VIVIEDWREMEDH 5. S 5612,
FRERII R 200 HmBANICEUT 2 RE L
LT, BAZRERBECEAZERYEI A/
B b, Sk, XMEA DEBBEHILA S e
D0, BHEEL BT 5LE»HLHH
L Lz,
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¥1 BEFECEEEZEHD XE#EMIANF-BEEEEEFHE ECARERE I 5 F—]
WZEHE (2012 4F) ' 3 & O % A B i 5 2R 2B JRIFZE3E (2013 4F) )

@ LI H H 205
A BRI (a—c30E, d-hIZBEIR)
a WRETEOBNET S XU HEH
b. HEKH B B OCITIEERLOAE R ED R v
c. B
(UWTESEHR)
d. X SRR T 2205
. BEE LD IR
LR ERHBEE T XL 2w

e
f.
g i CKMEE, IE®» o haE & (1,500 1U/L LIT)
h

. $H5ER CHFEMEZAL (fibrillation potential ° E1RIE MUP) 58 6N b 2 L2H 5

B. MM (a, bIXBE, c—fRBEHR)
a. HOABZENEZMN) 5HRHE

b, ZRELTOTEFLIY YT AT T~ EHEED LR (FHHToMSbERE)

(UTFREBEIR)

c. ZEMBEECOBBESY 7 (A T4y, FNITIA2,

B T O RIEHRA LS e tn)

FIZV a2, ARG r-37%E)EM(E

d. BB~ oHk C5b-9 Ok (Frighs T o il g f)

e. MR O BB AL (E T Hms)
f. HOEEZCHE Lo ERE (R T HE)
C. #IETHT
a. VMA2I Bz FER
ORI TR EHER
fik S B 45 1
MDD IFNRF—RF TR T - POER
st bl

- HOAEERRE & o I 4 /8F — FEEE 2 B (Pompe 3%), Danon %, #RHLY Z8f 085 A0 8 3 4 /85—,

AR E

@ZHTH 7T —

WEM -AFHEBOSRLEL—FHEWAL,
BVl - AFB RS THO

REE - CEimTld

PO CEHEZTHD

AVSFARREH LN B EBIE BHEREME
BRELLTWAELDELTIE, XMEAB LU
Danon 3% L 2272 v>. Danon O JR K& {112,
FA VY —ABEEBE Y 28y 28 (LAMP2) &
ZF T, LAMP-2 DJERMERIBIZL DF[ &R

EhaY ZoZlkHhs, XMEA b Danon i d
LB, FA VY- LBEREERARRE L

THETAHEETH 5.

Danonid, XEHEEEREREAETEL,
FRAR I B CIRIE RO RE, I A/ 8F—,
ARG AZEHT, KT OHEFEEL
EIRTH B, BT, 108 TERLL,
OBMEIBRTIECTAZENE L, —F, KL
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BHIY HEL, 0MUBEICERIHILL, 40
MRI#IZPETE§ 5. Wolff—Parkinson—White JE
BELZEOMEERELBERIZAET S B
LB, OEEIIBGEHT, AaTRILER
FTHAB OLHEEOFEE XMEALORE
BGMETH B, I3 8F—LENHEMORE
BEOMIMET L HEML AT, HHERL 8
0% BEDCBEEIZZDLYN, Ho THBRET
HDH. BIREFENICE, EMEETO AVSF O
BTz <, SREMAEILS S0 To LAMP-2
RIBPEELZFTATH 5.
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6. BELTFE SHERE L U CHSERE R VYN F—

BIEDE A, BANREEEIZCY, ¥ YPEERER5.
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RIZRFTH B, XMEA DFHERIZEETH ),
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soevepeng,

Il BCARZREI 4/ VT —

Faasmpsineses

Danon /&

Danon disease

253

EIME

Key words : Danon %, HCEAZR, A vV —AW#Es v 97 28 (LAMP-2),

ERBLLHRE, A—b779—

1. # =

Danon #% (MIM #300257. Danon disease, LAMP
~2 deficiency) {3, 1981 4E Danon 512 & b Tk
VT —EPIEFELRTA VY — AR &
LTHRESNLBOTENLREETH S, 2000
SEVGE 525 Danon¥®DOEEBEF L LT,
XQA BT AT 4 0 —HEEY %7
2R (LAMP2) 15F % R\w72 L, Danonias
LAMP-2 DM RMEIZL DGR SN D
ZEEHLMILAY 2B, LAMP-2iE74
VI —LABES R THY, BERBEED
RABFETH HHEER & IHWEP R L 5720,

Danon %% % “FEEHRG 120305 5 D@ T v,

2002 4EF % 513, Danon A X M E M
EEREEL, BRIICHEEEE T ARLL
RE, I8 F—, fEMERS=EHT, T
TILDBEPERELRERTH L2 L 2T TH
HLAY. 8512 DanonmTHRHLNAZEN
12, Pompe#iZz EErOEBROFN LIRS
CEZY, HRBENCHEEONESET S
i THE R 2 B C & & 22 (autophagic vacu-
oles with sarcolemmal features: AVSF) T 5%,
COEBRBETRVRA T4 rRFLT T H
Y7 ENRIET T ORI S > 787 5B LT
BY, »o, TeFLaYyIRATFT—EiEE
AT AH HOHEAEZERITFRE & ITHmML
THBIERUEBLLEEZONEY. EEIZRD
Danon 5%, /WHIEUAORERPBEECTH 5 —
FH, CESEEETHEI LS, RERH

DEARILCHEDOEE2ERIRE L LTEHR S
NTVBEY, FRICEER BV TIZRRIED
BERD—2k L TEEZET 5

2. & F 2

2000 4£1Z Danon WO BB T3 R s
TLRE, BAE T TITHEEEMICHESE L 72 Danon
wOWMEL, THEE, EBABIDEDTHT0XK
RThHAH BOTENLERTHEH, HARE»
S OMEFMITHENS . BEFGE A0E
BERE I A NF " HIRETOEEEBRRE
T, BN BW CEESMIZHE L 72 Danon
RI2RRERMHAL TV B,

Danon O EEIE, 5S4V —L0Ey »
N7 CTdhBHLAMP-2 D F 5 RIETH 5%
LAMP-213, 4V —alae 1 HZTE#ET
A A0BREOT I VB B9 L, Nig
MDD LLENFT 4 VY —LENICHD, C
S lE I EIR A IR B N 22 & T
Wi FAVVAERFAL VIZE VAN
74 PGV 42DV —THEENDH Y, W&
TP 22T TwaA, itk lokE
a7 THHLAMP-1E LB, FAVU—A
BEO#50% R LTHBY, I4 VYV —LE
RHE R T AV — AERD 5 VX7 IR
EZPLFoTnhbeEZLNTWS, LAMP-1
DREBENR—E2O L IIFROIC, LAMP-2
OEBEEHLZRECTET LI L2 D,
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254 B B AR

LAMP-2 3B BB HBELzHL T
BEEZLNA.

¥/
LAMP-2135 4V V—2OBERA—F+7 7
T LEDFEICEAG L THwE I EHLH
127 572" LAMP-21Zi3T 7 vV ¥ 9OEIRM
AT IA Y72k B LAMP-2A/B/C D32
DT AV T+ —LDFEET S, LAMP-2A 13
WEBRICHB L. LAMP-2B 2T I008, B
BB LOBICEE L THwAZ eSS T
575, LAMP-2CIZoWTIREFZFHLA TR W
HA% W, Danon i Tl OO THEE
B » Twd At — 7 7 V=0 ZF 0 RiKE
B(A—Fr 773V =254V —208&
BH)TA My 7LTBD, FRUCLERE
ETh5L0hELEZLNS.

4. ® e 3

7T Y AR WIS,

1) BRIRAEIR

Danon ¥ &, XEHMHEEEZEXZ LD,
HiE ThH 5P ROWFHOHEHAYERE & 72
LTWwa" BEROHEHITdenovo BREEZ
na. BFRoBERERILENS—Ths B
WRE T OFE I A/8F—, R
ZEME, THEFTERICOHETZET L.
BT, 10RARTERLL, 30REIH% TR
TT5I&0% 0w, —F, WHEHELYLE
<, 30MUBEICERAHIL, 40M/IZIZ5E
T35 Bbdls, LHBEFEILETDHD,
ERELLEIEDEE & 575 REFIZIEEMIIC
BT 95628 bdHAS. Wolff-Parkinson—White
EREHZ EOMERETSRICEHL. €0

Ens, AESEMLPET QW BFEJuy 7,

'C\%ﬂﬂﬁ)‘]& ERABNS, AI:‘\J:_ a »—&ﬁ‘(s‘\‘i'
% DEET. EEMIHES tho R LM
SFERPBE SN 5.

IANTF —LEHEM OB IET & B2
ZRT. BEIZLo TR, HEHIZDEMAR
ATHWBZENHLH, HEEFIIIEL &/
T lEmwv. 2L mMEZLVTF oS-
CE(CKMEE, BAETIEEIZ1,000IU/LATEIZ
T TEH LBERDO/NEH D 5 BB LR T 25
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U TIZIER ~&EGE THATH 5. BHE
W Me0% BEOREILRD, HoTHE
FETH S, MR TIEE IZA S v, &l
Tk, BRERKEMERES, RFE Tk
BE, EERER Y, Br R ATHEORE ISR
ENTHBE"

2) BiRIERR

AR (K1) T, BE~FEEO
BB O RN A A BN, BEIE - FAERE
FEED v, ANERE b OFBRENEL, —
HTEAAT 7 ¥ —EEEIEL TS &
DPEROBEIL, TEFALIY YT ATFF—F
HEHEPROSN, VAT T4 yRFNasY
7 EORGREIBRERL & 28y 2 RBL TV 5.
Frld oL LHREOREE I OECE
B2y % AVST & Z401F72%. AVSF OTERRIEH
HansH BN BEEZEI L Tw S
RINTH B, ZORELHE~NOBSIZIEF
AR A% v, AVSF I, Inliicfk - T
MLTWBILEFREL )9 T I FTTAD
MBIC B TR LTS, TERETI,
BEMROLWHIR 15-20% D AVSF # 25 5
HESEASRE SN TV

BFHEMEICL 2EETIE BN
FoT, EEFE ZOON, FEEORE LM
EYR ) o VBN A ECECEEZE RS
BN THE BETEDLN T ZVWERPI
U URBMMED —EERELTWA. B, LR
HATRCIZ, HOHEEZROERL LBIL O
i oE NI, X bz, VAR
AF v DR &% 7D Y.

& 512, LAMP-212 X A i b3 m T
X, BEEBREBOLMFICBWTIE. LAMP-2®
SELREHED SN S, ZOFFR I Danon i »
MEEBWICEEL Y TH S,

5. 2 EERIRZH

ZWE, BB TOREMBILFERECY 2
A& ry7ay MEIFTICE A LAMP-2 KIEB &
O LAMP2 B{ZFATICE VTEET 5. BT
INREBRTHLOT BRERZT T Danon
i % 5t > T LAMP2 Bz T 2 6179 5 D1




BREBERE(E2R) T 255

__._&@

1 Danon iBEOERHRIERA
R D2 (RHD) (s AT FF V) ¥ - 2F Vi) id, Bk T 7 ¥ —BRE )P T S

W) YT AT T —EHE (o) THIEICEAB IS,

Fro RIEMMILERL T AERICECT, ¥

b7 (D REDHERY v s k. T4V —LDT—H—TH5 Limp-1(e) 2% { 388 L T
W5, DanondETid, LAMP-2(H)IERIEL T35 (a~f: bar=30pm. d-f: METH). ETHMEE(g) T
&, BECEDLNEEIASN, FOEO—HICIZRERE (X)) 279 5 (X5,000).

HEMITIZREETH 5. EROBMICIL ME
WS THET, NI W CIFFIRE
ROV E T AN AVSF 25580 615
L BRE TR LAMP-2 ¥ /87 /RIB~IEH
FCTHATH5H LAMP-2BE2a2—F§5x7
VY O9B OERTE, BRER BN EET
HHLIENMLNTWEY, B, BEAGZEHE
‘HOEEZEREI A F "B LT
S HEE TR BFSEIEY T, Danon w0
Wigsie & e L T % (F 1)

AVSF 25380 b h B EIE, BEREM &S
MELTWwWALDELTIE Danonimah, M
BOAEEZM ) X #4739 — (X-linked
myopathy with excessive autophagy: XMEA) L
2. XMEA (2, Xq28 @ VMA21 #{nF 28K
HEETFTHBY. VMA2]I BT —FT 5
VMA21 % » 232135 4 VYV — A O pH AR
S5 2 EATRIEENT WA,

Danon #51& 3 A /3 F— A RAETH A 720, L
WUIDOHIECRERR I N G60H 5. BERAR
A KRB E % 3 7285, Danon 13857
D—=DL LTHEITEREZERETHS. T/ @O

BRRE DAL DIERATRFE T H B 720, LHIEIZ &
BLARESREHPAREREZH SN TRV
ENDHBEEZLND. 512, BHBEOR
AN B EFERE O LPEHR LT, TR 220
MEEZ Aot 5720, BHICHREL T A0
BH 5.

6. BELTHE

Danon J& Ti&, OHFENEMRFHROBERT
THD, LABICLVIECT S LREEED
o, BERIEDV A7 bE. BIETIE LD
BHOADPRARIRBETH Y, HlBRED
BIZEATRD H5NTW A, FREHIERR R
BHEEFICKREGZEZ LIZTRETE R
ZEPE L, DEBREARD L FHENK
ELYEINDREEYS B, BEETIE
DFEREREII L, SHEEDE LT, R—A X
— 1 —HA AR AL I B B 2 ST S LT
WARRIN S, e, —HEIS, fTO Y A
RFIIRIE, ACEBHESE, Cafipide, PrkERE
PEEELTHYONRTW A,
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# 1 Danon iR EE (EA5HI4 A ERZMYE I 4 /85 — B (2012 48) " B XL O
[ A EEGR R R 2 T ZE8E (2013 4F) ™)

BT R
A BRAOFM(Btda bRE KW adE c-gRBEHRR)
a. MK F 7o I IERLO AR
b, SEITHEOMH RT3 & OWZER £ 72138 CK I
(UTFRBERRL
e XGESEVEB YRR F 20 I
d. FEHEERIL BT 10RAr S, I35
e. HMIMNEBHEZMNE) Z &A%
I CKAfiE, IE# 2 SERER (1,000 TU/LULF)
g SHFER THIEHZAL (fibrillation potential & RIE MUP) #5380 5115 = &£ 2% 3
B. MR (2. biZE, o dIZBEFRR)
a HEAEEZEE ) ;
b, ZHEETOT EFIL T T RF T —BERD LR (BT ORI ESEE)
(LT EBEmA) : ,
c. ZERBELETOHREEY 17 (YA a7 4, FNIFTVHY, TIZT a2 HRFY V-3 7% E) R (E
& TORERBLFEE)
d. HOEAEZREMOEKED T CE-FEMms)
C. LAMP-2 ®&fli(a £ 7214 b)
a. LAMP-2 KHB (B skb T 23y 2 X ¥ > 70y MEW)
fz7EL, HEHITIE LAMP-2 T
b. LAMP2 &7 14H
@I~ ERE
A7l
DI FNF—RFHIA PO T 4 — T EOFFRE
- LD HEOFEE L T 5 L
AR 8E I
- HOAEEERT Z705M0o I oF/85 — L BERH 2 B (Pompe 7)., BF B CAREE RS XESME I 4897 —,
FBELY ZEN % Bk S BATE 3 8 —, WAL Y
SlH 7T —
TEEB -AFAEBOSLELEL—FEHEL, P2 CRHTLO
BWfl - A+BERELSTLO
- FIRPICIEERAS Y, O CREETID

BX ik
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31: 51-57, 1981.

2) Nishino I, et al: Primary LAMP~2 deficiency causes X -linked vacuolar cardiomyopathy and
myopathy (Danon disease). Nature 406: 906-910. 2000.

3) Sugie K, et al: Clinicopathological features of genetically confirmed Danon disease. Neurology
58: 17731778, 2002.

4) Sugie K, et al: Autophagic vacuoles with sarcolemmal features delineate Danon disease and
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