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Unilateral arm and contralateral leg

amyotrophy in FSHD

Unusual presentation

Figure
muscular dystrophy {FSHD)

A

Photographs and muscle imaging findings of the whole body in a patient with facioscapulohumeral

B

Shoulder
level

Arm level

Forearm
level

Thigh level

Crus level

(A) The patient predominantly shows remarkable atrophy of the right facial, shoulder girdle, and arm muscles and of the left
leg muscles. He put his weight on his right leg (with permission). (B) CT of the shoulder and T2-weighted MRI of the 4 [imbs.
CT shows atrophy of the right shoulder girdle and greater pectoral muscles. Amyotrophy and replacement of muscle tissue
by fat is asymmetrically pronounced in the right sides of the biceps and triceps brachii and forearm, and the left sides of the

femoral and calf muscles on MRI.

A 43-year-old, right-handed man noticed right arm
weakness at age 23, followed by the development of left
leg weakness and claudication. Although his deceased
mother was considered to have had facioscapulo-
humeral muscular dystrophy (FSHD), her clinical
symptoms were unclear. Neurologic examinations and
imaging showed predominant weakness/atrophy in the
right arm and left leg (figure). EMG demonstrated pre-
dominant myopathic changes in the right arm and left leg,
No involvement of the CNS or peripheral nerves was ap-
patent. Southern blotting analysis for FSHD revealed a
20-kb EcoRI fragment on 435 (normal >35 kb).

Asymmetric muscle involvement is a charac-
teristic feature of FSHD.!? Asymmetry might de-
pend not only on handedness, but also on genetic
predisposition.
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suggest a differing pattern of risk factors in CA-MRSA
infection in HIV patients in our area resulting from the
combination of risk factors. Those patients with poorer
control of HIV infection and immigrants, mainly from South
America, have the higher risk for such infections, although
high-risk sexual behavior seems to be also associated.
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Predictors of outcomes in acyclovir-treated limbic
encephalitis

Recently published national guidelines for suspected
viral encephalitis cover a wide range of encephalitis,
including viral infections, especially herpes simplex virus
(HSV), and autoimmune inflammatory disorders.’ Subacute

- 209 -



- 012 -

20t

J03p3 3y3 03 SI31]




Letters to the Editor

203

limbic encephalitis (LE) is a subtype of encephalitis that in-
cludes a wide differential diagnosis because of the rapid
clinical presentation and lack of specificity. Outcomes of
LE have been reported according to the underlying cause.
In HSV encephalitis, age, consciousness level, the delay be-
tween hospital admission and initiation of acyclovir, and
the detection of lesions on computed tomography (CT)
are predictors of outcome.>™ In encephalitis associated
with neuronal antibodies, whether the antibodies are
against intraneuronal antigens or neutrophil antibodies®
and the presence of tumor® are important prognostic fac-
tors, and antibody suppression and tumor resection are ef-
fective treatments. Many patients with LE have initially
receive acyclovir with or without steroids if a causal factor
is not detected early after disease onset, even in the pres-
ence of medial temporal lesions on magnetic resonance im-
aging (MRI). Since the main predictors of outcome in LE
remain unclear, we studied 31 patients with LE who showed
medial temporal lesions on MRI to identify potential predic-
tors of outcome.

Subjects and methods

We studied 31 patients with LE (45.8 &+ 19 years, range
18—88 years) from among 97 patients with encephalitis
between March 1993 and May 2012. Diagnostic criteria for
LE and information on detectable viruses and acyclovir
treatment are shown in Supplemental material 1.

Statistical analysis

A total of 10 variables divided into the following two sets
were evaluated: clinical independent variables and neuro-
radiological and neurophysiological independent variables
(Supplemental material 2).

Variables related to outcomes on univariate logistic
regression analysis were entered into multiple logistic
regression analysis using forced entry. Odds ratios (OR)
and 95% confidence intervals (Cl) were calculated. Corre-
lations of each variable were also evaluated by Spearman’s
rank correlation test. Receiver operating characteristic
(ROC) analysis was used to determine cutoff values of the
significant variables on multiple logistic regression analysis,
and the cutoff value derived from the ROC curves at the
point of highest accuracy was used to calculate mean
sensitivity and specificity. To statistically analyze differ-
ences in clinical characteristics between patients with good
outcomes and those with poor outcomes, variables were
evaluated with Mann—Whitney tests, followed by Fisher’s
exact probability test. SPSS software (Version 18) was used
for statistical analysis.

Results

The clinical and other independent variables of the 31
patients with LE are shown in Table 1. Nineteen patients
(61%) had poor outcomes (Table 2). On multiple logistic re-
gression analysis, the Glasgow coma scale (GCS) score at
initiation of acyclovir treatment was the best predictor of
outcomes (OR = 2.158, p = 0.032, 95% Cl = 1.07—4.352)
(Table 3). No interactions were found between the GCS

score at initiation of acyclovir treatment and the 9 other
independent variables. Furthermore, when we addition-
ally entered age, a factor that has been identified as a ma-
jor determinant of prognosis in encephalitis,>* the results
similarly showed that the GCS score was the best predictor
of outcomes, with higher odds ratios than the other vari-
ables (OR = 1.765, p = 0.029, 95% Cl| = 1.061—2.936).
The GCS score at initiation of acyclovir treatment was
higher, and the interval from neurological onset including
headache to initiation of acyclovir treatment was shorter
in patients with good outcomes than in those with poor
outcomes (p = 0.062 and p = 0.072, respectively). No
other independent variables differed significantly accord-
ing to outcome. On ROC analysis, the GCS score cutoff
value at initiation of acyclovir treatment was 12.5, with
58.3% sensitivity and 73.7% specificity for outcome; the
area under the ROC curve was 0.7 (P = 0.065). Among
the 19 patients with a GCS score of <12.5 at the initiation
of acyclovir treatment, 14 had poor outcomes.

Discussion

GCS score at admission or treatment initiation was pre-
viously reported to be a predictor of outcomes in central
infectious diseases such as encephalitis without confirmed
viral findings,” and HSV encephalitis,'™® but not in LE.
Since our subjects were evaluated starting in 1993, viral
diagnosis might not have been timely. Moreover, our sub-
jects included LE patients with confirmed HSV or varicella
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zoster virus who received acyclovir, which is likely to be
unsuitable for the evaluation of outcomes. However, all
of our patients received acyclovir, and a significant inde-
pendent variable providing evidence of a viral etiology
was not found on single or multiple logistic regression
analysis. Because the etiology of LE is unclear in most
cases,® it is important to identify predictors of outcomes
in LE as a whole, including cases in which a cause is not
detected. Because the sensitivity was relatively low,
whether a cutoff value of 12.5 for the GCS score is useful
remains unclear. The initial GCS scores of patients with
HSV encephalitis were >12 in most cases.® The low sensi-
tivity of the GCS score in our study may be attributed to
the fact that some patients showed rapid neurological de-
terioration despite having a high GCS score at admission.®
The interval from neurological onset to initiation of acy-
clovir treatment was likely a predictor of outcomes in
our study. The delay between hospital admission and the
initiation of acyclovir therapy was twice as long for pa-
tients with poor outcomes than those with favorable
outcomes.?

Age was not a significant predictor of outcomes in our
study. A possible reason for lack of significance for age may
be related to the fact that one-third of the patients were
relatively young, between the ages of 18 and 34 years.

When initially treating a patient with LE, the detection
of a virus or neuronal antibodies must be the best
predictor of outcomes. However, if virus or neuronal
antibody is not detected, the identification of early
factors that predict outcomes might contribute to better
disease management. We hope that our results will
enhance the accuracy of predicting outcomes in patients
with LE.
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Characterization of Dermatomyositis with Coexistence
of Anti-Jo-1 and Anti-SRP Antibodies

Kazuma Sugie, Yasuyo Tonomura and Satoshi Ueno

Abstract

We describe a patient with dermatomyositis who presented with rapidly developing severe muscle weak-
ness complicated by massive pleural effusion with interstitial lung discase. Myopathological analysis was
suggestive of dermatomyositis. This patient showed both anti-Jo-1 and anti-SRP antibodies in serum. To our
knowledge, the coexistence of these two myositis-specific autoantibodies (MSA) is considered extremely rare
and is clearly an exception to the rule of having only one MSA. Our findings provide compelling evidence
that the coexistence of these two MSAs may lead to more severe clinical symptoms, interacting in a complex
fashion, thus expanding the clinical spectrum of idiopathic inflammatory myopathy.

Key words: idiopathic inflammatory myopathy, dermatomyositis, pleural effusion, myositis-specific autoanti-
body, anti-Jo-1 antibody, anti-SRP antibody

(Intern Med 51: 799-802, 2012)
(DOI: 10.2169/internalmedicine.51.6566)

Introduction

Idiopathic inflammatory myopathics such as polymyositis
(PM) and dermatomyositis (DM) are systemic autoimmune
connective tissue diseases characterized by chronic muscle
inflammation with involvement of various organs (1). The
pathogenesis of PM/DM is unknown, but autoantibodies di-
rected against various cellular constituents have been identi-
fied in patients with PM/DM. Some autoantibodies found al-
most exclusively in PM/DM arc known as myositis-specific
autoantibodies (MSA), including anti-Jo-1 (histidyl tRNA
synthetase) antibody, anti-PL-7 antibody, anti-signal recogni-
tion particle (SRP) antibody, anti-Mi-2 antibody, and anti-
CADM-140 antibody. Each MSA is associated with a set of
unique clinical features (2, 3).

We describe a 61-year-old man with DM who presented
with severe muscle involvement characterized by rapidly de-
veloping proximal weakness, culminating in severe disabil-
ity. He also showed massive pleural effusion with interstitial
lung discase (ILD). Interestingly, both anti-Jo-1 and anti-
SRP antibodies were positive in his serum. To our knowl-
edge, the coexistence of these two types of MSA is consid-
ered extremely rare. Only one other case of idiopathic in-

flammatory myopathy with these two MSAs has been de-
scribed in a recent report (4). Our findings suggest that co-
existence of these two MSAs is associated with specific
clinicopathological features.

Case Report

A 6l-year-old man was admitted in June because of a 1-
month history of rapidly progressive severe weakness of all
four extremitics. His skin was discolored, and he had dysp-
nea. The past history was noncontributory to the present ill-
ness. On admission, he presented with difficulty in getting
up from bed and lifting his arms above his head. Physi-
ological examination showed severe symmetric proximal
weakness (less than grade 3 according to the Medical Re-
search Council scale) of all four extremities. There were no
other motor deficits. Sensory and stretch reflexes were nor-
mal. Erythematous rashes were present on the arms, trunk,
legs, and face, including a typical heliotrope rash and Got-
tron’s papules.

Laboratory examinations showed very high levels of cre-
atine kinase (CK) (5,685 1U/L; normal: <160) in secrum. The
erythrocyte sedimentation rate and C-reactive protein were
slightly elevated (80 mm/hr, <10; 2.6 IU/L, <0.1). Serum
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Figure 1. Magnetic resonance images of the thighs (A, B) and computed tomographic scans of the
chest (C). T2-weighted (A) and T2-short-tau inversion recovery (STIR) images (B) showed diffuse
high intensity in the frontal and dorsal aspects of both thigh muscles, suggesting intramuscular in-

flammation and edema. Chest images showed massive pleural effusion with interstitial lung disease
©).

antinuclear antibody was detected, accompanied by positiv-
ity for both anti-Jo-1 and anti-SRP antibodies, but negativity
for other MSA, such as anti-PL-7 antibody. Among
myositis-associated autoantibodies, anti-SS-A, anti-SS-B,
anti-UI-RNP, and anti-Scl-70 antibodies were not detected.
Electromyography showed short duration, small amplitude,
polyphagic motor unit potentials with fibrillation potentials
in the upper and lower limb muscles. Magnetic resonance
images of the skeletal muscle showed diffuse inflammation
and edema, most prominent in the proximal muscles of all
four extremities (Fig. 1A, 1B). Computed tomography of the
lung showed severe changes characteristic of ILD, with mas-
sive pleural effusion (Fig. 1C). The pleural fluid revealed
exudate with no evidence of malignancy. A biopsy of the
femoral muscle showed many necrotic and regenerative fi-
bers with marked perimysial cell infiltration (Fig. 2). The in-
filtrating CD4-+/CD8+ T cell ratio at perimysial sites (mean
+ SD) was 1.58+0.28. Characteristic perifascicular muscle
fiber atrophy was scen. Strong major histocompatibility
complex class I (MHC-I) expression, especially in perifas-
cicular atrophic fibers, was positive in cytoplasm. There was
no expression of CD8/MHC-I complex, which suggested
that CD8+ T cells invaded non-nccrotic fibers that express
MHC-I antigen. Expression of membrane attack complex
(MAC) was present on endomysial capillaries, but not on
necrotic fibers. These pathological findings of muscle sug-
gested DM rather than PM.

The patient was given a diagnosis of DM with ILD. He
initially received oral prednisone (1 mg/kg/day) for a month,
with tapering to 20 mg/day over the course of the next three
months. His muscle strength gradually improved, but he was
still unable to move independently. Respiratory difficulties
and pleural effusion were mildly decreased. The erythema-
tous rashes decreased, but persisted slightly. Four months af-
ter the start of treatment, a progressive gastric cancer (papil-
lary adenocarcinoma, stage IIIA) was diagnosed. A gastrec-
tomy was thus performed. Subsequently, the muscle weak-

ness and respiratory difficulties worsened despite an increase
in the dose of steroids. One year after gastrectomy, the pa-
tient died of progressive ILD with massive pleural effusion
and multiple liver metastases from gastric cancer.

Discussion

We described a patient with idiopathic inflammatory
myopathy accompanied by ILD with massive pleural effu-
sion, who presented with rapidly developing severe proximal
weakness and respiratory difficulty. His skin lesions were
suggestive of DM. Histopathological examination of a mus-
cle specimen revealed many necrotic and regenerative fibers
with marked perimysial cell infiltration, predominantly in-
volving CD4+ T cells. Strong MHC-I expression by perifas-
cicular atrophic fibers was consistent with DM (5). In addi-
tion, expression of MAC on endomysial capillaries, but not
on necrotic fibers in our paticnt distinguished DM from
paraneoplastic necrotizing myopathy (6). Collectively, these
histopathological findings of muscle, including no expres-
sion of CD8/MHC-1 complex, suggested DM rather than
PM.

Interestingly, the present patient showed both anti-Jo-1
and anti-SRP antibody in his serum. The presence of these
two MSAs is considered extremely rare and is clearly an ex-
ception to the rule of having only one MSA in association
with PM/DM (7). To our knowledge, the coexistence of
these MSAs has only been documented one time previ-
ously (4). That paticnt had severe muscle weakness and
ILD, characterized by the presence of both anti-Jo-1 and
anti-SRP antibody. Although the reason for this association
and the pathogenic roles of these two MSAs are unclear,
MSA may play a key, yet indirect part in the etiology of
PM/DM.

Each MSA is associated with a set of unique clinical fea-
tures (2, 3). Anti-Jo-1 antibody, one of the aminoacyl tRNA
synthetases antibodics, is closely related to PM/DM, which
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