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Sirs: Myotonia is a clinical phe-
nomenon consisting of uncon-
trolled temporary muscle stiffness
after voluntary or evoked muscle
contractions [1]. It is a cardinal
symptom in non-dystrophic my-
otonias, including chloride and
sodium channelopathies. Myoto-
nia typically occurs after a period
of rest and decreases with contin-
uing exercise, commonly referred
to as the warm-up phenomenon.
This is in contrast with what oc-
curs in paradoxical myotonia,
where muscle stiffness increases as
a result of continuing exercise.
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The warm-up phenomenon is
an established clinical feature in
chloride channelopathies, both in
recessive myotonia congenita
(Becker’s disease) as well as in
dominant myotonia congenita
(Thomsen’s disease). It has also
been shown to occur in limb
muscles of patients with a sodium
channelopathy [1, 4]. By contrast,
paradoxical myotonia has been
established by others as the
characteristic feature of sodium
channel myotonias [3].

Thus, unlike the phenotypic
homogeneity of chloride channel-
opathies, sodium channel muta-
tions are associated with a broad
spectrum of clinical phenotypes
[5]. Here we report three patients
with a predominant and general-
ised warm-up phenomenon asso-
ciated with the V445M missense
mutation of the SCN4A gene
encoding the alpha-subunit of the
voltage gated sodium channel.

Three patients, from two fami-
lies, with an autosomal dominant
non-dystrophic myotonia and a
predominant warm-up phenome-
non were referred to our clinic. All
patients had complaints of gener-
alised muscle stiffness since birth
and had earlier been diagnosed as
Thomsen’s disease, but recent
chloride channel gene (CLCNI)
mutation screening was negative.
Clinical myotonia was generalised,
severe and painful. All patients
noticed aggravation of myotonia

at cold temperatures and only one
patient reported aggravation after
eating potassium rich food. They
all used sodium channel blockers
(mexiletine 200 mg three times a
day, procainamide 1000 mg three
times a day and quinine 200 mg
three times a day respectively)
with a good subjective effect.
Needle EMG of all patients re-
vealed myotonic discharges in all
muscles investigated (left biceps
muscle, right first interosseus
muscle, right rectus femoris mus-
cle, left tibialis anterior muscle
and left orbicularis oculi muscle).
We measured the warm-up
phenomenon in three different
muscle groups during a drug free
period. The warm-up phenome-
non of eyelid muscles and right
hand flexor muscles was quanti-
fied by measuring the difference
between two relaxation times -
timed with a stopwatch -, i.e. after
maximum voluntary contraction
of three seconds following ten
minutes of rest and after ten
successive contractions. For leg
muscles we compared the first and
tenth trial on a ‘chair test’ in which
the time required to rise from a
standardised chair, to move
around it and to sit down again
was measured. DNA extracted
from 20 ml of blood was screened
for mutations in SCN4A by direct
nucleotide sequence analysis.

All patients showed a marked
generalised warm-up phenome-

Table 1 Clinical relaxation times (in seconds) of three patients after the first (1%) and tenth (10™)
maximum voluntary contraction of eyelid muscles (eyes), right hand flexor muscles (hand) and leg muscles

(legs)

Patient A Patient B Patient C
Age (years)/Sex 29/M 52/F 68/M
Eyes (1) 3.77 25.00 17.46
Eyes (10" 137 6.57 1.35
Hand (1%) 7.97 13.93 < 1.00 *
Hand (10" < 1.00 * 1.1 < 1.00 *
Legs (19) 15.47 6.45 9.70
Legs (10™) 6.16 5.09 5.67

* No detection of clinical myotonia
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non (Table 1). Direct nucleotide
sequence analysis of all three pa-
tients showed the same missense
mutation (c.1333G>A; p.V445M)
in SCN4A.

The V445M sodium channel
mutation was first reported by
Rosenfeld et al. causing a painful
myotonia congenita [4]. The
warm-up phenomenon was men-
tioned in one patient. Here we
report three patients with a pre-
dominant and generalised (eyelid
muscles, right hand flexor muscles
and leg muscles) warm-up phe-
nomenon in association with the
same V445M sodium channel
mutation. Although quantitative
computer analysis for the warm-
up phenomenon of a single muscle
group has already been developed,
we used clinical tests in order to
be able to measure this phenome-

non in three various muscle
groups [2].

For a definite molecular diag-
nosis clinicians should be aware
that a predominant and general-
ised warm-up phenomenon may
be found in chloride channelopa-
thies but also in sodium channel-
opathies. A definite diagnosis is
important for informing patients
about their disease, orienting
therapy and genetic counselling
[5]. Thus, in patients with severe,
painful myotonia in combination
with a clear warm-up phenome-
non, we recommend screening of
SCN4A with particular attention
for the V445M mutation.

Funding/Support This study was finan-
cially supported by a research grant of the
‘Prinses Beatrix Fonds’ (MAR04-0118).

References

1. Lehmann-Horn F, Riidel R, Jurkat-Rott K
(2004) Nondystrophic myotonias and
periodic sparalysis. In: Engel AG,
Franzini-Armstrong C (eds) Myology, 3™
edn. Mc Graw-Hill, New York, pp 1257-
1300

2. Logigian EL, Blood CL, Dilek N, Martens

WB, Moxley RT 4th, Wiegner AW,
Thornton CA, Moxley RT 3™ (2005)
Quantitative analysis of the “warm-up”
phenomenon in myotonic dystrophy
type 1. Muscle Nerve 32:35-42

3. Ptacek L], Johnson K]J, Griggs RC (1993)

Genetics and physiology of the myotonic
muscle. N Engl ] Med 328:482-9

4. Rosenfeld ], Sloan-Brown K, George AL

Jr (1997) A novel muscle sodium chan-
nel mutation causes painful congenital
myotonia. Ann Neurol 42:811-814

5. Vicart S, Sternberg D, Fontaine B, Meola
G (2005) Human skeletal muscle sodium
channelopathies. Neurol Sci 26:194-202



	Tab1
	Ack
	Bib
	CR1
	CR2
	CR3
	CR4
	CR5


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /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 true
  /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 false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /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 ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


