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ABSTRACT

Stiff-person syndrome (SPS) is a rare neurologgomdier characterized by severe axial and proximal |
rigidity and unexpected spasms due to continuousmamit activity. There are several SPS variamsuding
stiff trunk syndrome, stiff limbs syndrome, progie® encephalomyelitis with rigidity, SPS-plus, and
paraneoplastic SPS. These syndromes are often fouassociation with other autoimmune disordershsas
diabetes mellitus in more than one thirds of albesa and, less commonly, those caused by antithyroi
antinuclear and antiparietal cell antibodies. Ghitaacid decarboxylase autoantibodies (anti-GAR)faund in
around 60 to 80 % of SPS cases. GAD is a cytoptasmiyme that accelerates the conversion of glataeid

to gamma-aminobutyric acid (GABA), an inhibitoryunetransmitter present in the brain and spinal cGéD

is synthesized mainly in presynaptic GABAergic g in the central nervous system and in the bdts i
the islets of Langerhans in the pancreas. Benzepiags and baclofen have been used as the maap#hgic
interventions addressing the muscle rigidity andnsp in these cases. Here, we described a patiémtawii-
GAD positive SPS with marked improvement of musaédity and spams after use of a new anticonvaisiv
drug (levetiracetam).
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EFICACIA DO LEVETIRACETAM EM UM PACIENTE COM SINDRO ME DE PESSOA RIGIDA —
RELATO DE CASO

RESUMO

Sindrome de pessoa-rigida (SPR) é uma rara afesg#iologica caracterizada por uma intensa rigidéa a
proximal de membros, com espasmos inesperadosdaleviuma atividade continua das unidades motoras.
Existem diversas variantes da SPR, incluindo Smdrade tronco rigido, sindrome de membro rigido,
encefalomielite progressiva com rigidez, SPR-pI&P& paraneoplasica. Essas sindromes sao freqigeréem
encontradas em associa¢édo com outras doengasnautes, como diabetes mellitus, em mais de um teteos
todos os casos, €, menos comumente, com outrasas® com 0s anticorpos antitireoidianos, antearels e
anti-células parietais. Autoanticorpos contra scdeboxilase do acido glutamico (anti-GAD) sdo aetre@os

em cerca de 60 a 80% dos casos SPR. A GAD é unma&c#oplasmatica que acelera a converséo de acido
glutdmico a acido gama - aminobutirico (GABA), ugurotransmissor inibitério presente no cérebro dulee
espinhal. Ela é sintetizada principalmente em naasdgabaérgicos pré-sinapticos no sistema nerveswal e

nas células beta nas ilhotas de Langerhans nogemdBenzodiazepinicos e baclofen tém sido utiigammo

as principais intervencdes terapéuticas, abordandgidez muscular e 0s espamos nestes casos. Agsi,
descrevemos um paciente com SPR com anti-GAD poditie apresentou uma melhora acentuada da rigidez
muscular e dos espamos ap0s uso de uma nova drdg@naulsivante (levetiracetam).
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1 INTRODUCTION

The term “stiff-man” was first introduced by Moehsand Woltman in 1958 to
describe the clinical features of “progressive tihating muscular rigidity” and spasm seen in
14 patients at the Mayo Clinic over a period ofy82rs. Nowadays, the term “stiff person” is
preferred. The best management of its muscle tigahd spasms, which is associated with
GABA system dysfunction, remains controver§tALEV is a new AED with a favorable
pharmacologic profile, efficacy in different types epilepsy, and only minor side effeéts.
The facilitation of inhibitory GABAergic transmigsi is part of the mode of action of LEV.
As LEV shares structural analogy with piracetanma$ been successfully used in myoclonic
syndromeg$*®

2 CASE PRESENTATION

The patient signed a term of consent, which allowgdo show her image and expose
her clinical data in the present medical articlee Svas a 50-year-old woman with a three-
year history of progressive painful muscular riggdand spasms which were most severe in
lumbar and abdominal muscles leading to signifi¢eypterlordosis (Figure 1). She also had a
10-year history of breast cancer, successfullyeéea aboratory work-up was unremarkable.
The ENMG disclosed spontaneous and continuousitgct¥ normal motor units in lumbar
muscles (Figure 2). Anti-GAD was positive and thesess no sign of breast cancer recurrence
based on a normal PET-CT scan. Initial symptoneagiatment with diazepam 30 mg/day and
baclofen 40 mg/day, brought mild improvement. Theical picture improved after use of IV
immunoglobulin (IVIlg) 0.4 g/kg/day for 5 days, folled by single monthly doses. Along 4
years of follow up, the patient had periods of aum&d relief and followed by periods of
severe spasms, generally triggered by anxiety. iRigcdner symptoms became refractory to

IVIg as well as high doses of tizanidine and botuti toxin. A trial of levetiracetam up to 500

mg twice a day brought remarkable improvement.

7%

Figure 1 Fig2
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3 DISCUSSION

In spite of being almost impossible to forget isssical clinical features, SPS is a rare
entity and it can be underdiagnosed by other medieas. An important diagnostic criterion
is the presence of continuous motor unit activity electromyography despite attempted
relaxation® Continuous motor unit activity may be recordedriany axial muscles and also
in leg and proximal arm muscles. However, thisvégtiis most evident in paraspinal
muscles, particularly thoracolumbar and rectus abdis muscles. Agonist and antagonist
muscle groups are equally affected. The continmooi®r unit activity gives rise to the board-
like rigidity of axial muscles and produces the @omal hyperlordotic posture of the lower
trunk. Such activity subsides during sleep, penigheerve or spinal nerve root block, spinal
anaesthesia and general anaesthesia. These finddigate a central origin for the abnormal
muscle activity. The prominence of rigidity and sysain axial muscle groups is a universal
and striking feature in the SBS) The morphology of the individual motor units isrmal
and there is no spontaneous activity such fibrdted, positive sharp waves and
fasciculations® Peripheral nerve motor and sensory conductionscitids are normdf’ The
significance of the association of insulin-dependaiabetes mellitus (DM) and SPS was
enhanced by Solimena ef’alwhen they presented evidence for the existenantibodies
directed against glutamic acid decarboxylase (GAB9, GABA-synthesizing enzyme. GAD
antibodies can be detected in serum and CSF of 66% patients and can occur as a
paraneoplastic disorder. Of the large number efapies tried, benzodiazepines and baclofen
have proven to be the most valuaBléOther drugs reported to be of benefit include wodi
valproate and tizanidine. Carbamazepine and phemytogeneral, are not helpful, in contrast
to their beneficial effects on continuous motor tuactivity of peripheral nerve origin.
Immunotherapy/immunossupression can be used. Gst#imids, azatioprine are described to
be useful, but plasmapheresis and IVIg seem teeaetietter resulté” Unfortunately, many
SPS patients do not obtain improvement with suaimfof therapy. In this sense, new
approaches can be tried. LEV is one of interedfing options. LEV is a new anti-epileptic
drug with a favorable pharmacologic profile, eftmaus in different types of epilepsy, with

only minor side effects.
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4 CONCLUSION

The facilitation of inhibitory GABAergic transmigsi is part of LEV mechanism of
action. Rieggi et & Shimberg et df” and Sechi et & also had observed the same
improvement of SPS with this drug. SPS is exceddingre with many difficulties in its
management. Further studies are necessary, Bipassible to speculate that the long-term
management of SPS muscle spasms can, in the futahede LEV as an important drug with

the aim to reduce these spasms and rigidity, veivef adverse events.
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