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Dear Editor,

Monoclonal gammopathy of unknow significance (MGUS) has recently been
described as a possible cause of sporadic late onset nemaline myopathy
(SLONM), which can lead to severe muscle impairment and respiratory
insufficiency. We report the case of a man presenting a MGUS related SLONM,
whose singularity was a severe heart involvement.

A 55year old man was admitted in the internal medicine department, for severe
limb, trunk, and neck muscles weakness, and difficulties to walk. Usual
biological tests were normal, and serum electrophoresis revealed a non



quantifiable IgGA spike, with no multiple myeloma criteria. Muscular MRI
showed proximal muscular atrophia, and electromyogram identified myopathic
changes in the deltoid muscles. Muscle biopsy, including immunohistochemistry
and molecular biology, was normal.

Eighteen months later, dysphagia and severe respiratory muscles impairment
developed. Supposing an inflammatory myopathy, 3 cycles of intravenous
immunoglobulins (IVIG) were administered, combined with corticosteroids,
without clinical improvement.

Another muscular biopsy revealed atrophic basophilic fibers, with no necrosis.
Cryosection examination revealed blackish sarcoplasmic rods (Fig. 1),
confirmed in electron microscopy. Histological findings, combined with
abnormal elgctrophoress, led to diagnosing SLONM secondary to MGUS.

Fig. 1
Deltoid biopsy with frozen sections. Variation in size fiber with many atrophic
and angulated fibers and black sarcoplasmic deposits corresponding to rods

Three months later, the patient was admitted in the intensive care unit with acute
heart failure. Troponin levels were slightly increased, and angiography of the
coronary arteries was normal. Echocardiography revealed a severe systolic
dysfunction with no signs of pulmonary hypertension, and no evidence of stress
related cardiomyopathy. Cardiac resonance imaging (MRI) confirmed severe
left

ventricular dysfunction (LVEF 30%), without any ventricular dilation,
inflammation, fibrosis, or microvascular abnormality. Salivary glands biopsy
and

subcutaneous abdominal fat aspiration were normal, ruling out cardiac
amyloidosis.

We then suspected that recent cardiac failure was linked to the MGUS related



myopathy, and a combination of bortezomib—cyclophosphamide—
dexamethasone

chemotherapy was administered, together with selective betablockers.

After the fourth cycle, we observed a significant improvement in both motricity
and cardiac function, with the disappearance of clinical cardiac insufficiency
symptoms and an increase in LVEF from 30 to 60%, supporting the hypothesis
of an SLONM related cardiomyopathy.

Nemaline myopathy is clinically characterized by a progressive muscular
atrophy and a deficit predominating on proximal limb and trunk muscles. The
histological hallmark of the disease is the detection of dark sarcoplasmic rods,
called nemaline, inside atrophic muscular fibers. In most cases, nemaline
myopathy is congenital, but recently, cases were described in adults and
considered as “sporadic late onset nemaline myopathy” (SLONM). Associations
of SLONM with MGUS were found not to be a coincidence [ 1 ]. In such cases,
stem cell transplantation (SCT) demonstrated some efficacy [ 2 ], but such
treatment was not considered at first for our patient, given his vulnerability.
Cardiac disease in SLONM is not infrequent and can take various forms, as
described by Finester et al. [ 3 ]. Early detection of cardiac involvement is
essential, since effective treatments can improve patient outcome.

Definitive diagnosis would have required a myocardial biopsy, but as it
wouldn’t

have influenced the course of treatment, it was deemed unethical. Moreover, a
significant cardiac improvement was observed under chemotherapy, which was
strong evidence of the link between heart failure and MGUS related SLONM.
FSHD facioscapulohumeral muscular dystrophy, /CU intensive care unit, IVIG
intravenous immunoglobulin, LGMD limbgirdle muscular dystrophy, LVEF left
ventricular ejection fraction, MGUS monoclonal gammopathy of unknown
significance, MRI magnetic resonance imaging, SCT stem cell transplantation,
SLONM, sporadic late onset nemaline myopathy
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