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Memantine-induced Myoclonus in a Patient with Alzheimer Disease
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Abstract

Background: Myoclonus can be a clinical manifestation of numerous neurodegenerative disorders and an adverse drug reaction to medications used in their

treatment.

Case Report: Herein, we report memantine-induced myoclonus in a patient with Alzheimer disease. The myoclonus seen in our patient was generalized
(proximal limbs and trunk), present at rest and with action, and stimulus sensitive. A structured evaluation with the Unified Myoclonus Rating Scale showed that the

myoclonus had no significant effect on functional capacity. After discontinuation of memantine, myoclonus slowly resolved over the course of several weeks.

Discussion: Memantine may cause myoclonus in susceptible individuals.
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Introduction

Myoclonus is a clinical sign defined as sudden, brief, shock like,
involuntary movements caused by muscular contractions or inhibi-
tions. Myoclonus can be seen in dementing neurodegenerative
disorders of varied etiologies including Creutzfeldt-Jakob disease,
Alzheimer disease, dementia with Lewy bodies, and frontotemporal
dementia.' Myoclonus is also one known, albeit rare, side effect of
drugs used to treat dementia and other neurological disorders. The
possibility of drug-induced myoclonus in subjects with dementia and
related neurodegenerative disorders may be ignored. Here we present
a case of myoclonus in a patient with Alzheimer dementia whose
myoclonus recovered completely after withdrawal of memantine.

Written informed consent was obtained for publication of the case
report and accompanying videos.

Case report

An 89-year-old male presented to us with a 7-year history of
progressive cognitive decline and 5-year history of myoclonus. The

myoclonus was generalized in distribution, mainly in the trunk and
limbs, and present both at rest and with activity. There were no
associated falls or notable functional limitations due to the myoclonus.
At the time of initial evaluation, he was receiving memantine 10 mg
twice daily for cognitive impairment, previously diagnosed as
Alzheimer disease. Myoclonus was being treated with levetiracetam
1000 mg twice daily, clonazepam 0.25 mg daily, and divalproex sodium
extended release 500 mg twice daily. Over the course of approximately
2 years, there was minimal subjective or documented clinical benefit
from levetiracetam, in isolation, or the combination of levetiracetam,
clonazepam, and divalproex sodium. He was also receiving medications
for essential hypertension (amlodipine and hydralazine), hypercholes-
terolemia (simvastatin) and hypothyroidism (levoxyl). Upon detailed
review of historical events, the patient’s wife confirmed that the
appearance of myoclonus was temporally associated with initiation of
therapy with memantine. She had failed to recognize this association

during clinic visits with the referring general neurologist.
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Video Segment 1A. Baseline. This video shows generalized myoclonus present at rest, with action, and in response to stimuli. Myoclonus is maximal in the
proximal legs followed by the trunk and arms. Segment 1B. Video at 3-month Follow-up. No myoclonus seen at rest or with stimuli.

Prior to the addition of memantine, the patient’s Alzheimer disease
was initially treated with transdermal rivastigmine up to 13.3 mg daily.
Rivastigmine was discontinued due to apparent lack of efficacy with
steady decline in cognition over several years. Magnetic resonance
imaging of the brain showed moderate generalized atrophy and mild
microangiopathy. Electroencephalography (EEG) obtained with the
patient awake and asleep was mildly abnormal due to frequent left
temporal slowing in the delta range. Although myoclonus was present
EEG,
correlates. No epileptiform activity was noted on EEG. The EEG

during the there were no apparent neurophysiological
background was slow and disorganized with mixed alpha and theta
frequencies and absence of a well-recognized posterior alpha rhythm.
Bilateral upper limb somatosensory evoked potential studies (SSEPs)
were normal.

On physical examination, the pulse was 68/minute and regular,
and blood pressure was 130/60 mmHg. The Mini-Mental State
Examination score was 20 out of 30 with marked deficits in recall
(0/3) and orientation (3/10). Cranial nerve examination was normal:
there was no weakness or sensory loss, deep tendon reflexes were
normal, and planters were down. A snout reflex was present. The
Unified Myoclonus Rating Scale (UMRS)® was videotaped.
Myoclonus was most prominent in the proximal legs followed by
the trunk and arms without facial involvement (Video Segment 1A).
The following UMRS scores were obtained: patient questionnaire
(6/44), patient global disability assessment (1/4), myoclonus at rest

(10/128), stimulus sensitivity (10/17), myoclonus with action (5/160),
functional tests (0/28), and physician global disability score (1/4).
Myoclonus was elicited by unexpected handclaps, nose taps, jaw jerks,
pin pricks to the bottom of the feet, toe flicks, and taps to the biceps
tendons. There was no evidence for negative myoclonus on
examination. The patient’s myoclonus exerted mildly deleterious
effects on eating, drinking, dressing, rising from a seated position,
standing, and walking.

Laboratory studies showed normal blood glucose, vitamin B12,
folate, serum electrolytes, and liver function tests. Mild anemia
(hematocrit 37.6%, reference range 39-55%), and mild elevations in
serum creatinine (1.47 mg/dL, reference range 0.6-1.3 mg/dL), blood
urea nitrogen (34 mg/dL, reference range 7-25 mg/dL) and thyroid
stimulating hormone (5.88 ulU/mL, 0.35-5.5 pIlU/mL) were noted.

Memantine was tapered off over the course of 4 weeks with
moderate reduction in the frequency and severity of myoclonus.
According to the patient’s spouse, myoclonus did not completely
resolve until several weeks after the final dose of memantine. Follow-up
examination with repeat UMRS 3 months after the initial UMRS
showed complete resolution of stimulus-sensitive, rest and action
myoclonus (Video Segment 1B). Upon resolution of myoclonus,
levetiracetam and divalproex sodium were discontinued without
consequence. The patient continued to take an occasional dose of

0.25 mg of clonazepam for sleep. Resolution of myoclonus was
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associated with mild improvements in the subject’s ability to eat, drink,
dress, stand, and walk.

A total score of 4 was obtained upon applying the Naranjo Adverse
Drug Reaction Probability Scale,® suggesting that the myoclonus in
our patient was a possible adverse reaction to memantine. The
Naranjo score is derived from a 10-item questionnaire and scores
range from 0 to =9. The probability of an adverse drug reaction is
assigned as definite (=9), probable (5-8), possible (1-4), or doubtful (0).

Discussion

Memantine is a low-to-moderate affinity, uncompetitive (open-
channel), voltage-dependent, NMDA (N-methyl-D-aspartic acid)-receptor
antagonist with fast on/off kinetics that inhibit excessive calcium influx
induced by chronic overstimulation of the NMDA receptor. Memantine is
approved in the United States for the treatment of patients with moderate-
to-severe dementia of the Alzheimer type.* Memantine is largely excreted
unchanged by the kidney and caution should be used in patients with
significant renal impairment. Overall, drugs used for dementia cause
approximately 4% of drug-induced myoclonus, and cholinesterase
inhibitors are the most common culprits.” Drug-induced myoclonus can
be cortical or subcortical origin. In patients with drug-induced myoclonus,
a cortical origin is supported by the presence of EEG spikes and large
amplitude SSEPs.*

Our review of the literature identified only three reports of
myoclonus  associated with memantine.> '® All three of these
previously described patients had Alzheimer disease and two of the
three had renal impairment, which may have contributed to the
toxicity of memantine.” '° Although one report included a video that
documents myoclonus,'® myoclonus was not robustly characterized in
these reports and the UMRS was not employed as part of the
neurological evaluations. However, as seen in our patient, memantine-
induced myoclonus was described as generalized in these earlier
publications. The normal SSEPs, normal EEG, stimulus sensitivity,
and predominant involvement of the proximal limbs and trunk are
most compatible with a subcortical origin. In addition, a subcortical
origin is supported by the lack of improvement with medications that
act principally to suppress cortical myoclonus.

Myoclonus is a common clinical manifestation of Alzheimer
disease."" In one study, 8% of patients with Alzheimer discase had a
myoclonic variant characterized by presenile onset with severe

1
and 2

cognitive deterioration, mutism, carly-onset myoclonus.
Myoclonus is more commonly seen in early-onset and rapidly
progressive Alzheimer disease, where its prevalence may be as high as
75%."% Myoclonus in Alzheimer disease can be classified into cortical
and subcortical types. The cortical variety is more common.'*"
Subcortical myoclonus may have its origin in the brainstem, and
autopsy studies have shown reduced numbers of neurons in the locus
coeruleus and raphe nucleus in these patients.'® The myoclonus in
Alzheimer disease may be multifocal or generalized and it can occur at
rest, action, or in response to stimuli."”

The cellular and network origins of myoclonus in patients taking

memantine are not known. Amantadine, which has a similar

Murgai AA, LeDoux MS

mechanism of action to memantine, has been shown to produce
myoclonus. Both drugs act by blocking NMDA glutamate receptors.
There have been reports of amantadine-induced myoclonus in patients
with Parkinson disease and progressive supranuclear palsy.'™'?
Myoclonus slowly disappeared over a period of 3-4 weeks after
withdrawal of memantine, suggesting that some neuronal changes
induced by memantine persist long after the drug has been cleared
from the system. It is possible that memantine induces long-term
changes in neuronal firing properties by altering the expression of
secondary- or delayed-response genes. In this regard, memantine has
been shown to alter the expression of genes in rat brain encoding
kinases, phosphatases, G-protein coupled receptors, vesicle and
synaptic proteins, and neuropeptides.?’
difficult to
differentiate drug-induced myoclonus from the myoclonus of degen-

Based on clinical examination alone it can be
erative dementias. An acute onset and clear temporal association with
iitiation of medication would point towards drug-induced myoclonus.
Additional evidence for drug-induced myoclonus includes previous
valid reports of causality in the referred literature, resolution with
discontinuation of the medication, and correlations between myoclo-
nus severity and drug dosage.

To conclude, myoclonus may be seen as an adverse reaction to
memantine in patients with Alzheimer disease and, perhaps, other
neurodegenerative disorders. Given that myoclonus is relatively
common in Alzheimer disease, clinicians must maintain a high index
of suspicion of an adverse drug reaction when myoclonus appears in
this patient population. Moreover, myoclonus may take weeks to

resolve after discontinuation of memantine.

References

I. Caviness JN, Brown P. Myoclonus: Current concepts and recent
advances. Lancet Neurol 2004;3:598-607.

2. Frucht SJ, Leurgans SE, Hallett M, Fahn S. The Unified Myoclonus
Rating Scale. Adv Neurol 2002;89:361-376.

3. Naranjo CA, Busto U, Sellers EM, et al. A method for estimating the
probability of adverse drug reactions. Clin Pharmacol Ther 1981;30:239-245.

4. Robinson DM, Keating GM. Memantine: A review of its use in
Alzheimer’s disease. Drugs 2006;66:1515-1534.

5. Brefel-Courbon C, Gardette V, Ory F, Montastruc JL. Drug-induced
myoclonus: A French pharmacovigilance database study. Newrophysiol Clin 2006;
36:333-336.

6. Forstt H, Pohlmann-Eden B. Amplitudes of somatosensory evoked
potentials reflect cortical hyperexcitability in antidepressant-induced myoclo-
nus. Neurology 1990;40:924-926.

7. Evidente VG, Caviness JN. Focal cortical transient preceding myoclonus
during lithium and tricyclic antidepressant therapy. Neurology 1999;52:211-213.

8. Papageorgiou SG, Kontaxis T, Antelli A, Kalfakis N. Exacerbation of
myoclonus by memantine in a patient with Alzheimer disease. J Clin Psycho-
pharmacol 2007;27:407-408.

9. Moellentin D, Picone C, Leadbetter E. Memantine-induced myoclonus
and delirium exacerbated by trimethoprim. Ann Pharmacother 2008;42:443-447,
doi: http://dx.doi.org/10.1345/aph.1K619.

Tremor and Other Hyperkinetic Movements
http://www.tremorjournal.org

The Center for Digital Research and Scholarship
Columbia University Libraries/Information Services

)


http://dx.doi.org/10.1345/aph.1K619

Murgai AA, LeDoux MS

10. Kitagawa N, Takeuchi A. Memantine-induced myoclonus. Neurology
2014;83:1387, doi: http://dx.doi.org/10.1212/WNL.0000000000000863.

Il. Risse SC, Lampe TH, Bird TD, et al. Myoclonus, seizures, and
paratonia in Alzheimer disease. Alzheimer Dis Assoc Disord 1990;4:217-225.

12. Mangone CA. Clinical heterogeneity of Alzheimer’s disease. Different
clinical profiles can predict the progression rate. Rev Neurol 2004;38:675-681.

13. Schmidt C, Freilinger T, Lieb M, et al. Progressive encephalomyelitis
with rigidity and myoclonus preceding otherwise asymptomatic Hodgkin’s
lymphoma. ¥ Neurol St 2010;291:118-120.

14. Wilkins DE, Hallett M, Berardelli A, Walshe T, Alvarez N. Physiologic
analysis of the myoclonus of Alzheimer’s disease. Neurology 1984;34:898-903.

I15. Ugawa Y, Kohara N, Hirasawa H, Kuzuhara S, Iwata M, Mannen T.
Myoclonus in Alzheimer’s disease. J Neurol 1987;235:90-94, doi: http://dx.doi.
org/10.1007/BF00718016.

Memantine-induced Myoclonus

16. Forstl H, Burns A, Levy R, Cairns N, Luthert P, Lantos P. Neurologic
signs in Alzheimer’s disease. Results of a prospective clinical and neuropatho-
logic study. Areh Neurol 1992;49:1038-1042.

17. Caviness JN. Myoclonus and neurodegenerative disease — What’s in a
name? Parkinsonism Relat Disord 2003;9:185-192, doi: http://dx.doi.org/10.
1016/51353-8020(02)00054-8.

18. Pfeiffer RF. Amantadine-induced “vocal” myoclonus. Mov Disord
1996;11:104-106, doi: http://dx.doi.org/10.1002/mds.870110123.

19. Yarnall AJ, Burn DJ. Amantadine-induced myoclonus in a patient with
progressive supranuclear palsy. Age Ageing 2012;41:695-696, doi: http://dx.doi.
org/10.1093/ageing/ afs043.

20. Marvanova M, Lakso M, Wong G. Identification of genes regulated by
memantine and MK-801 in adult rat brain by ¢cDNA microarray analysis.

Neuropsychopharmacology 2004;29:1070-1079.

t Tremor and Other Hyperkinetic Movements

% htep://www.tremorjournal.org

&

(‘? The Center for Digital Research and Scholarship
Columbia University Libraries/Information Services


http://dx.doi.org/10.1212/WNL.0000000000000863
http://dx.doi.org/10.1007/BF00718016
http://dx.doi.org/10.1007/BF00718016
http://dx.doi.org/10.1016/S1353-8020(02)00054-8
http://dx.doi.org/10.1016/S1353-8020(02)00054-8
http://dx.doi.org/10.1002/mds.870110123
http://dx.doi.org/10.1093/ageing/afs043
http://dx.doi.org/10.1093/ageing/afs043

	Memantine&hyphen;induced Myoclonus in a Patient with Alzheimer Disease
	Abstract
	Introduction
	Case report
	Figure 
	Discussion
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 300
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /CreateJDFFile false
  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU (Use these settings to create PDF documents with higher image resolution for high quality pre-press printing. The PDF documents can be opened with Acrobat and Reader 5.0 and later. These settings require font embedding.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


