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Abstract

Background: Myasthenic symptoms can be present in patients with amyotrophic lateral sclerosis (ALS). These
symptoms have been considered to be caused by the degeneration of distal motor neurons and the
neuromuscular junction (NMJ). Recent studies suggested that antibody to low-density lipoprotein receptor-related
protein 4 (LRP4) was a pathogenic agent of myasthenia gravis (MG), and it was also detected in ALS patients.

Case presentation: Patient 1: A 58-year-old Japanese man developed progressive weakness and subsequent
myasthenic symptoms including oculomotor disturbance. Clinical examination and electrophysiological studies
confirmed upper and lower motor neuron involvement and NMJ dysfunction, and anti-LRP4 antibody was detected
in his serum. A series of immunotherapies, including steroid pulse therapy, intravenous immunoglobulin, and
plasmapheresis, was performed, and the myasthenic symptoms partially improved. The titer of anti-LRP4 antibody
subsequently decreased. However, the therapeutic effect was transient, and ALS symptoms progressed. His clinical
findings fulfilled the criteria of probable ALS using the Awaji criteria. Patient 2: A 74-year-old Japanese man suffered
from progressive weakness of all limbs and dropped head in the evening. He complained of diplopia with a lateral
horizontal gaze. Probable ALS was diagnosed because of the upper and lower motor neuron signs, whereas anti-
LRP4 antibody was detected. Several immunotherapies were administered, and the myasthenic symptoms partially
responded to each therapy. However, the truncal muscle weakness progressed, and he died of respiratory failure.

Conclusion: We report two anti-LRP4 antibody-seropositive ALS patients with myasthenia who were not typical of
ALS patients, and showed partial responses to immunotherapies. The anti-LRP4 antibody-seropositive status may
influence developing ALS and cause additional ALS symptom:s.
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Background

Amyotrophic lateral sclerosis (ALS) is a fatal neurode-
generative disease in which the selective degeneration of
the upper and lower motor neuronal system causes
muscle weakness, atrophy, cramp, and fasciculation
combined with spasticity. The mechanism of neurode-
generation in sporadic ALS remains unclear. Although
various hypotheses have been put forward, including
glutamate-mediated excitotoxicity, protein aggregation,
apoptosis, astrocyte dysfunction, mitochondrial dysfunc-
tion, increased oxidative stress, and axonal ion channel
dysfunction, an autoimmune mechanism has been
proposed [1].

Patients with ALS occasionally present with
myasthenia-like symptoms such as increased muscle
fatigability. Myasthenia-like symptoms are thought to
be attributed to dysfunction of the neuromuscular
junction (NM]J) due to distal collateral branching
after axonal loss [2, 3]. On the other hand, symp-
toms in patients with myasthenia gravis (MG) are
caused by autoantibodies to the NMJ. There are two
established pathogenic autoantibodies for MG: an
anti-acetylcholine receptor (AchR) antibody, and a
muscle-specific tyrosine kinase (MuSK) antibody.
Both AchR and MuSK are essential components of
the NM]J, and their dysfunction and injury due to
autoantibodies cause NM]J dysfunction, leading to
myasthenia [4].

Recently, an autoantibody to low-density lipoprotein
receptor-related protein 4 (LRP4) was detected in the
serum of some MG patients [5, 6]. LRP4 is a component
of the NMJ as well as AChR and MuSK and is also indis-
pensable for NMJ formation and maintenance [7, 8].
Moreover, it has been demonstrated that anti-LRP4 anti-
body is a directly pathogenic agent causing MG [9]. Re-
garding ALS, Tzartos et al. reported that anti-LRP4
antibodies were detected in the serum and cerebrospinal
fluid (CSF) of patients with ALS, and suggested that the
antibody may be more broadly associated with damage
to LRP4-expressing tissues, such as motor neurons and
the NMJ [10]. However, the pathogenic role of anti-
LRP4 antibodies remains unclear in ALS. Here, we de-
scribe two anti-LRP4 antibody-seropositive ALS patients
with myasthenia.

Case Presentation

Patient 1

The patient was a 58-year-old, right-handed man who
was admitted to our hospital. At 57 years of age, he de-
veloped dysarthria and weakness of the fingers on the
right hand. A few months prior to admission, he started
to experience leg muscle cramps and occasionally no-
ticed diplopia during lateral gaze. The severity of
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diplopia and dysarthria fluctuated within a day and on
a daily basis. He had a history of cervical spondylosis
with no surgical treatment. His family history was
unremarkable.

On neurological examination, the abducent ocular
movement was incomplete bilaterally. Moreover, he had
dysarthria and mild tongue atrophy with fasciculation.
His hand muscles showed atrophy with weakness on
the right side, with Medical Research Council (MRC)
grade 4/5. Although there was no apparent atrophy of
other muscles, fasciculations were observed bilaterally
in the upper and lower limbs and trunk muscles. The
grip strength on the right side was weaker than that on
the left (34 and 35 kg, respectively). He could not
maintain a raised head for 90 s in a supine position
because of the progressive fatigability of neck muscles.
Sensory examination revealed nothing of note. Deep
tendon reflexes were normal, whereas the Wartenberg
reflex was present bilaterally. The edrophonium test
revealed moderate improvements of his dysarthria
and ocular movement impairment, whereas the

hand muscle weakness on the right side showed no
improvement. A routine nerve conduction study (NCS)
revealed nothing of note except for prolonged distal
latency in the right median nerve, and repetitive nerve
stimulation testing (RNST) of the ulnar, facial, and
accessory nerves also yielded results within normal
limits. On electromyography (EMG), fibrillation
potentials and polyphasic motor unit potentials

were detected in the right first dorsal interossei (FDI)
and right biceps brachii muscles, and fasciculation
potentials (FPs) were observed in the right trapezius,
EDI, biceps brachii, vastus lateral, and tibialis anterior
(TA) muscles. Stimulated-single fiber electromyography
(s-SFEM@G) showed increased jitter in the right extensor
digitrum communis (EDC) muscle. On motor-evoked
potential (MEP) testing recorded at the abductor
hallucis (AH) muscle, the motor action potential was
typically evoked on the left but not on the right side.
Serological examination revealed that anti-AChR and
anti-MuSK antibodies were negative. Head magnetic
resonance imaging (MRI) showed a laminar high-
intensity lesion along the left motor cortex on
susceptibility-weighted imaging, which indicated

iron deposition. Cervical MRI revealed cervical
spondylosis at the C4/5/6/7/Th1 level, as well as mild
compression of the spinal cord at the C4/5 level with
no myelomalacia.

Abundant fasciculations in EMG and MEP and MRI
findings suggesting upper motor neuron dysfunction
indicated a diagnosis of ALS, whereas his ocular
movement dysfunction, fatigability of neck muscles,
and results of the edrophonium test were consistent
with a diagnosis of MG. A few weeks following
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admission, anti-LRP4 antibody was positive (antibody
index (A.L): 1.08) using the luciferase immunoprecipita-
tion systems (LIPS) [5]. In this report, the antibody
levels are expressed as A.L, calculated as follows:

AL = [measurement value of the sample serum
(relative luminescence units)]/

[cut—off value (relative luminescence units)].

The normal value established for healthy individuals

is <1.0 [5]. Therefore, we started immunotherapy while
considering his condition to be immune-mediated. Ini-
tially, steroid pulse therapy (methylprednisolone at
1000 mg per day for 3 days) was conducted. The dys-
arthria and neck muscle fatigability partially improved,
and the frequency of fasciculations decreased through-
out his body. The quantitative myasthenia gravis
(QMG) score improved from 11 points before to 6
points after treatment [11]. Four weeks after the treat-
ment, his symptoms progressed again. Subsequently,
treatments with oral corticosteroids, intravenous
immunoglobulin, and plasmapheresis therapy were per-
formed. The ocular movements, diplopia, and dysarth-
ria improved mildly and transiently by each treatment,
and the titer of anti-LRP4 antibody normalized after
these treatments (A.IL: 0.67). However, all immunother-
apies had limited effects, and weakness and fatigability
progressed gradually. Six months after admission,
muscle atrophy and weakness of the left hand and both
legs developed, and his grip strength decreased (right:
21 kg, left: 11 kg). In addition, a bilateral Babinski sign
appeared 12 months after admission. A follow-up EMG
study showed the spread of active denervations of the
limbs. At that time, he fulfilled the diagnostic category
of probable ALS using the Awaji criteria [12, 13]. The
clinical course is shown in Fig. 1a.

Patient 2

A 74-year-old Japanese right-handed man was admitted
to hospital with weakness of the right hand and both
legs and a dropped head. Ten months before admission,
he was aware of clumsiness and suffered painful cramps
of his right hand. His dropped head aggravated in the
evening. He had no previous history of diplopia or dys-
phagia. His previous medical and family histories were
unremarkable.

On neurological examination, he presented with
diplopia with a horizontal gaze to the right side for
over 15 s. He had no dysarthria, and no tongue
abnormality. His grip strength on the right side was
lower than that on the left (28 and 32 kg, respectively).
He had mild weakness of MRC grade 4/5 and atrophy
of the right upper limb, neck, paraspinal, and
abdominal muscles. Fasciculations were extensively
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Fig. 1 The clinical course of anti-low-density lipoprotein receptor-
related protein 4 antibody-seropositive amyotrophic lateral sclerosis
patients with myasthenic symptoms. a patient 1, b patient 2

observed in the limbs and truncal muscles. The deep
tendon reflexes were increased in the upper and lower
limbs. Sensory examination was normal. The
edrophonium test demonstrated the improvement of
diplopia, but muscle weakness remained unchanged.
NCS and RNST revealed decreased compound muscle
action potential amplitudes in the right abductor
pollicis brevis (APB) and FDI muscles with normal
conduction velocities and a 10.6% decrement in the
right ADM muscle on 3-Hz stimulation, respectively.
Increased jitter was also seen in s-SFEMG recorded at
the right EDC muscle. In EMG performed on the right
side, FPs were detected in the trapezius, paraspinal, and
upper and lower limbs muscles, and fibrillation poten-
tials or positive sharp waves were identified in the FDI,
paraspinal, and tibialis anterior muscles. Reduced re-
cruitment with high-amplitude motor unit potentials
was also observed in the trapezius, FDI, and vastus
lateralis muscles. On MEP testing of the AH muscles,
the central motor conduction time was prolonged on
the right side. In the serological test, anti-AChR and
anti-MuSK antibodies were negative. Brain MRI was
normal, and whole-spine MRI showed mild lumbar
spondylosis.

The patient was diagnosed with probable ALS using
the Awaji criteria, whereas the fluctuation of his
dropped head symptom and diplopia after loading were
not consistent with the diagnosis of ALS, but suggested



Takahashi et al. BMC Neurology (2016) 16:229

a diagnosis of MG. A few weeks after admission,
anti-LRP4 antibody in serum was positive (A.L: 1.50)
based on LIPS.

As in patient 1, steroid pulse therapy was conducted. A
few days after the therapy, the frequency of clinical
fasciculations and FPs on EMG decreased. However,
fatigability of the upper limb and neck muscles
worsened, and decrement at the right trapezius muscle
was newly detected in the follow-up RNST. The QMG
score worsened from 9 to 12 points. This clinical course
was thought to represent an initial escalation of MG at
that time. Subsequently, we conducted plasmapheresis
therapy. Fatigability improved, and the decrease in the
RNST was reduced after this therapy, but auto-LRP4
antibody remained positive (A.L: 1.15). Six months after
admission, dyspnea due to respiratory muscle weakness
developed, and he died 7 months after admission. Clin-
ical examination just prior to his death revealed mild
muscle weakness of MRC grade 4/5 of the neck and
limbs, without tongue muscle atrophy or dysphagia.
His clinical course is shown in Fig. 1b.

Conclusion

We encountered two anti-LRP4 antibody-seropositive
patients who were consistent with the diagnostic criteria
and clinical course of ALS with some myasthenic symp-
toms that were partially improved by immunotherapies.
Although Mulder et al. reported four ALS patients with
a myasthenia-like symptom, the symptom was only mus-
cular fatigability involving the limbs [14]. Oculomotor
dysfunction in ALS was also previously reported [15].
However, the specific symptoms reported were pursuit
movement and saccadic impairments. Myasthenic symp-
toms in our two patients were different from those in
these previous reports. Our patients developed de-
creased ocular motility and showed the marked fluctu-
ation of symptoms within a day and on a daily basis.
These symptoms are uncommon in ALS and were par-
tially improved by immunotherapies. Therefore, their
myasthenic symptoms may have been partly immune-
mediated.

Regarding the association between ALS and other
autoimmune disorders, Turner et al. reported that the
risk of ALS was increased in people with prior auto-
immune diseases [16]. In addition, several autoantibodies
have been detected in the serum of ALS patients and
they may modify neurological symptoms of ALS [17-19].
Although our patients did not have prior symptoms
suggestive of MG, it is possible that they had subclinical
immunodeficiency and anti-LRP4 antibody may have
caused additional symptoms after the onset of ALS in
the context of the progression of axonal loss. Of further
relevance, the co-occurrence of ALS and MG is rare but
can develop [20, 21]. In those reports, some patients
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developed myasthenic symptoms after the onset of ALS
symptoms, similarly to our patients, although they were
anti-AChR antibody-seropositive. These findings indicate
that a common immunological pathway involving the
NMJ may influence the clinical course of some ALS
patients.

LRP4 is one of the essential components of the NMJ,
and it binds to neural agrin and MuSK protein, leading
to AChR clustering and muscle excitation [22]. The
pathogenesis of anti-LRP4 antibody has been studied in
the presence of MG, and its detection rate in double-
seronegative MG patents was 9.4% in a previous study
with a large cohort [23]. On the other hand, Tzartos
et al. reported that anti-LRP4 antibody was detected in
the serum and CSF of sporadic ALS patients at 23.4% of
the detection rate in the serum of ALS patients [10].
Consequently, the pathological significance and mechan-
ism of production of anti-LRP4 antibody in neuromus-
cular disorders remain unclear. However, based on the
previous study by Shen et al. [9], anti-LRP4 antibody
may cause immunotherapy-responsive myasthenic symp-
toms in ALS patients.

In ALS, some experimental and pathological studies
reported that NMJ degeneration was observed in the
earliest stage of the disease, and this change may be the
origin of the disease pathogenesis [3, 24]. As such, the
clinical courses of our two patients indicate that an anti-
LRP4 antibody-seropositive status may influence devel-
oping ALS and occasionally cause additional symptoms
in the form of myasthenic symptoms.

Abbreviations

Al: Antibody index; AChR: Acetylcholine receptor; AH: Abductor halluces;
ALS: Amyotrophic lateral sclerosis; APB: Abductor pollicis brevis;

EDC: Extensor digitorum communis; EMG: Electromyography; FDI: First dorsal
interossei; FPs: Fasciculation potentials; LRP4: Low-density lipoprotein
receptor-related protein 4; MEP: Motor-evoked potential; MG: Myasthenia
gravis; MRC: Medical Research Council; MRI: Magnetic resonance imaging;
MuSK: Muscle-specific kinase; NCS: Nerve conduction study;

NMJ: Neuromuscular junction; QVG: Quantitative myasthenia gravis;

RNST: Repetitive nerve stimulation testing; s-SFEMG: Stimulated-single fiber
electromyography; TA: Tibialis anterior

Acknowledgements
The authors would like to thank the patients for their cooperation and
consent in relation to this report.

Funding
Not applicable.

Availability of data and materials
Not applicable.

Authors’ contributions

HT drafted the manuscript. YN critically revised the manuscript. NM, YKO,
RI, AT, and TO collected the clinical data. SN and OH performed the
immunological analysis. MN and TM revised the manuscript and gave the
final approval of the version to be published. All authors approved the
contents of the case report.

Competing interests
The authors report no competing interests.



Takahashi et al. BMC Neurology (2016) 16:229

Consent for publication
Written informed consent was obtained from the patients for publication of
this case report and any accompanying images.

Ethics approval and consent to participate
No ethical approval was needed for the present case report. Written
informed consent was obtained from the patients.

Author details

'Department of Neurology, Kyoto Prefectural University of Medicine
Graduate School of Medical Science, 465 Kajii-cho, Kamigyo-ku, Kyoto
602-0841, Japan. “Department of Neurology, National Hospital Organization
Maizuru Medical Center, Maizuru, Japan. *Department of Neurology,
Graduate School of Medical Sciences, Kumamoto University, Kumamoto,
Japan. 4Department of Clinical Research, Nagasaki Kawatana Medical Center,
Kawatana, Japan. *Director of North Medical Center, Kyoto Prefectural
University of Medicine, Kyoto, Japan.

Received: 20 September 2016 Accepted: 13 November 2016
Published online: 18 November 2016

References

1. Kiernan MC, Vucic S, Cheah BC, Turner MR, Eisen A, Hardiman O, et al.
Amyotrophic lateral sclerosis. Lancet. 2011;377(9769):942-55.

2. Stalberg E, Schwartz MS, Trontelj JV. Single fibre electromyography in
various processes affecting the anterior horn cell. J neurol sci.
1975;24(4):403-15.

3. Clark JA Southam KA, Blizzard CA, King AE, Dickson TC. Axonal
degeneration, distal collateral branching and neuromuscular junction
architecture alterations occur prior to symptom onset in the SOD1G93A
mouse model of amyotrophic lateral sclerosis. J chem neuroanat.
2016;76((Pt A)):35-47.

4. Meriggioli MN, Sanders DB. Autoimmune myasthenia gravis: emerging
clinical and biological heterogeneity. Lancet neurol. 2009;8(5):475-90.

5. Higuchi O, Hamuro J, Motomura M, Yamanashi Y. Autoantibodies to low-
density lipoprotein receptor-related protein 4 in myasthenia gravis. Ann
neurol. 2011,69(2):418-22.

6. Pevzner A, Schoser B, Peters K, Cosma NC, Karakatsani A, Schalke B, et al.
Anti-LRP4 autoantibodies in AChR- and MuSK-antibody-negative myasthenia
gravis. J neurol. 2012,259(3):427-35.

7. Kim N, Stiegler AL, Cameron TO, Hallock PT, Gomez AM, Huang JH, et al.
Lrp4 is a receptor for Agrin and forms a complex with MuSK. Cell. 2008,
135(2):334-42.

8. Zhang B, Luo S, Wang Q, Suzuki T, Xiong WC, Mei L. LRP4 serves as a
coreceptor of agrin. Neuron. 2008,60(2):285-97.

9. Shen C Lu Y, Zhang B, Figueiredo D, Bean J, Jung J, et al. Antibodies
against low-density lipoprotein receptor-related protein 4 induce
myasthenia gravis. J clin invest. 2013;123(12):5190-202.

10.  Tzartos JS, Zisimopoulou P, Rentzos M, Karandreas N, Zouvelou V,
Evangelakou P, et al. LRP4 antibodies in serum and CSF from amyotrophic
lateral sclerosis patients. Ann clin transl neurol. 2014;1(2):80-7.

11, Sharshar T, Chevret S, Mazighi M, Chillet P, Huberfeld G, Berreotta C,
et al. Validity and reliability of two muscle strength scores commonly
used as endpoints in assessing treatment of myasthenia gravis.

J neurol. 2000;247(4):286-90.

12. de Carvalho M, Dengler R, Eisen A, England JD, Kaji R, Kimura J, et al.
Electrodiagnostic criteria for diagnosis of ALS. Clin neurophysiol.
2008;119(3):497-503.

13. Brooks BR, Miller RG, Swash M, Munsat TL. EI Escorial revisited: revised
criteria for the diagnosis of amyotrophic lateral sclerosis. Amyotroph lateral
scler other motor neuron disord. 2000;1(5):293-9.

14.  Mulder DW, Lambert EH, Eaton LM. Myasthenic syndrome in patients with
amyotrophic lateral sclerosis. Neurology. 1959,9:627-31.

15. Sharma R, Hicks S, Berna CM, Kennard C, Talbot K, Turner MR. Oculomotor
dysfunction in amyotrophic lateral sclerosis: a comprehensive review. Arch
neurol. 2011;68(7):857-61.

16. Turner MR, Goldacre R, Ramagopalan S, Talbot K, Goldacre MJ. Autoimmune
disease preceding amyotrophic lateral sclerosis: an epidemiologic study.
Neurology. 2013;81(14):1222-5.

20.

22.

23.

24.

7.

Page 5 of 5

Niebroj-Dobosz |, Jamrozik Z, Janik P, Hausmanowa-Petrusewicz |, Kwiecinski
H. Anti-neural antibodies in serum and cerebrospinal fluid of amyotrophic
lateral sclerosis (ALS) patients. Acta neurol scand. 1999;100(4):238-43.
Pestronk A, Adams RN, Clawson L, Cornblath D, Kuncl RW, Griffin D, et al.
Serum antibodies to GM1 ganglioside in amyotrophic lateral sclerosis.
Neurology. 1988;38(9):1457-61.

Sato A, Sakai N, Shinbo J, Hashidate H, Igarashi S, Kakita A, et al. [An autopsy
case of amyotrophic lateral sclerosis with prominent muscle cramps,
fasciculation, and high titer of anti-voltage gated potassium channel (VGKC)
complex antibody]. Rinsho shinkeigaku. 2014;54(1):32-7.

Del Mar Amador M, Vandenberghe N, Berhoune N, Camdessanche JP,
Gronier S, Delmont E, Desnuelle C, Cintas P, Pittion S, Louis S et al.: Unusual
association of amyotrophic lateral sclerosis and myasthenia gravis: a
dysregulation of the adaptive immune system? Neuromuscul disord.
2016;26:342-46.

Gotaas HT, Skeie GO, Gilhus NE. Myasthenia gravis and amyotrophic lateral
sclerosis: a pathogenic overlap. Neuromuscul disord. 2016;26(6):337-41.

Wu H, Lu Y, Shen C, Patel N, Gan L, Xiong WG, et al. Distinct roles of
muscle and motoneuron LRP4 in neuromuscular junction formation.
Neuron. 2012;75(1):94-107.

Zhang B, Tzartos JS, Belimezi M, Ragheb S, Bealmear B, Lewis RA, et al.
Autoantibodies to lipoprotein-related protein 4 in patients with double-
seronegative myasthenia gravis. Arch neurol. 2012,69(4):445-51.

Moloney EB, de Winter F, Verhaagen J. ALS as a distal axonopathy:
molecular mechanisms affecting neuromuscular junction stability in

the presymptomatic stages of the disease. Front neurosci. 2014;8:252.

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

e Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit () BiolMed Central




	Abstract
	Background
	Case presentation
	Conclusion

	Background
	Case Presentation
	Conclusion
	show [abb]
	Acknowledgements
	Funding
	Availability of data and materials
	Authors’ contributions
	Competing interests
	Consent for publication
	Ethics approval and consent to participate
	Author details
	References

