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Transverse Myelitis in Systemic Lupus Erythematosus
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Objective: Transverse myelitis (IM) is a rare
complication in patients with systemic lupus
erithematosus (SLE). We reviewed a series of our SLE
patients to determine the prevalence of TM, and evaluate
the clinical characteristics, medical tests, evolution, and
response to the treatment.

Patients and method: Six patients with TIM were
identified and underwent a neurological evaluation, MRI,
electrophysiologic study, and were all subjected to the
same treatment. A descriptive statistical study was
conducted.

Results: We observed a prevalence of 0.92% in our
patients with SLE. Eighty-three point three per cent had
antiphospholipid antibodies and/or lupus anticoagulant.
The MRI confirmed the diagnosis in 5 cases. Of the

5 patients with antiphospholypid antibodies, 3 were
anticoagulated or took aspirin with a good neurological
outcome, leaving 2 of them without posterior
complications.

Conclusions: We found a prevalence similar to that
observed in other series, around 1%. The high prevalence
of antiphospholypid antibodies in these patients, with
good outcome in those anticoagulated or treated with
antiplatelet agents suggests an important pathogenic role
in the development of TM, and emphasized the
possibility of adding to the standard treatment,
antiplatelet agents, or anticoagulation.

Key words: Transverse myelitis. Systemic erithematosus

lupus. Antiphospholipid antibodies.

Correspondence: Dra. M.L. Velloso Feijoo.
Avda. Ramén Carande, 7, portal 4, 2.° A. 41013 Sevilla. Espaiia.
E-mail: mlvelloso@gmail.com

Manuscript received September 11, 2006; accepted for publication January
31, 2007.

Mielitis transversa en lupus eritematoso sistémico

Objetivo: La mielitis transversa aguda (MTA) es una

rara complicacién en los pacientes con lupus eritematoso
sistémico (LES). Revisamos nuestra serie de pacientes
con LES para determinar la prevalencia de MTA

y analizar las caracteristicas clinicas, las pruebas
complementarias, la evolucién y la respuesta al
tratamiento.

Pacientes y método: Se identific6 a 6 pacientes con MTA
que se sometieron a valoracién clinico-neuroldgica,
resonancia magnética y estudio electrofisiolégico y
recibieron el mismo tratamiento. Realizamos un estudio
estadistico descriptivo.

Resultados: Observamos una prevalencia de MTA del
0,92% de nuestros pacientes con LES. El 83,3%
presentaba anticuerpos antifosfolipidicos y/o
anticoagulante lipico. La resonancia magnética confirmé
el diagnéstico en 5 de los 6 casos; 3 de los 5 pacientes con
anticuerpos antifosfolipidicos fueron anticoagulados o
antiagregados, con buena evolucién neurolégica; 2 de
ellos han quedado sin secuelas.

Conclusiones: Encontramos una prevalencia similar a la
observada en otras series, en torno al 1%. La alta
prevalencia de anticuerpos antifosfolipidicos en los
pacientes, con buen resultado en los antiagregados o
anticoagulados, indica un importante papel patogénico en
el desarrollo de la MTA, y nos hace plantearnos la
importancia de afiadir al tratamiento estindar terapia
antiagregante o anticoagulante.

Palabras clave: Mielitis transversa. Lupus eritematoso
sistémico. Anticuerpos antifosfolipidicos.

Introduction

Neuropsychiatric manifestations are present in up to 60%
of patients with systemic lupus erythematosus (SLE).
Acute transverse myelitis (ATM), a very uncommon
neurological manifestation, occurs in 1%-2%.

The physiopathologic mechanism of ATM in SLE is
unknown, though inflammatory and arterial thrombotic
phenomena have been proposed. A greater prevalence of
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antiphospholipid antibodies has been described in patients
with SLE and ATM than in the general population of
patients with SLE ' something that could have important
implications to decide whether if these patients are suitable
for anticoagulant treatment or not.

Different authors have proposed different treatment
regiments for this entity, based on high-dose steroids,
combined or not with immunosuppresants and/or
plasmapheresis.

The main objective of the present study is to determine
the prevalence of ATM in our series of patients with SLE
and to describe their clinical characteristics as well as the
findings of complementary testing as well as the evolution
and the response to treatment.

Patients and Methods

From a total population of 650 patients with SLE,
classified according to the ACR criteria and attended at
the Unit of Collagenosis of the Hospital Virgen del Rocio
in Sevilla, 6 patients with ATM were identified in the
last 10 years.

The diagnosis of ATM was done according to the clinical
characteristics that reflected spinal cord lesion, such as
sensory and/or motor sphincter dysfunction, documented
with the magnetic resonance imaging (MR) findings, and
other tests.

Patients were studied through a clinical and neurological
evaluation, MR and an electrophysiologic study. ELISA
(enzyme-linked immunosorbent assay) was employed for the
determination of anticardiolipin antibodies and normal
values were 0 to 20 and O to 10 units GPL and MPL for
IgG and IgM isotypes, respectively. All patients were
treated using the same therapeutic scheme.

A descriptive statistical analysis was carried out, taking
into account numerical and qualitative variables, expressed
as means * standard deviations and expressed through
Tables and percentages.

The most relevant patient data reviewed is presented

in Table 1.

Results

In our series of patients with SLE, ATM was seen with
a frequency of 0.92%; 66.6% of patients were women;
mean age at the onset of ATM was 37.33+10.367 years.
The clinical characteristics related to lupus were varied.
All patients had skin and joint affection; 50% had lung
involvement; 33.3% had presented serositis in some
moment of their evolution; 83.3% had some typo of
cytopenia and 16.7% had presented autoimmune hemolytic
anemia.

We proved the presence of antinuclear antibodies (ANA)

in all patients, with diverse immunofluoresence patterns:
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speckled (present in 83.3%), diffuse (66.7%), cytoplasmic
(50%), nucleolar (50%), anti-Sm antibodies (33.3%), and
nuclear (16.7%). Anti-DNA antibodies were positive in
50%.

As for the presence of antihospholipid antibodies, 83.3%
(5 of 6 patients) had positive results for anticardiolipin
antibodies and/or lupus anticoagulant: IgG anticardiolipin
antibodies in 60% and IgM in 40% and lupus anticoagulant
(elongated partial thromboplastin time without correction
after the addition of normal plasma) in 33.3%. Only 1
patient had presented a previous thrombotic event, namely
a deep venous thrombosis.

The time since onset of SLE, when ATM appeared, was
27+27,821 months; it was the first manifestation of SLE
in 1 of the 6 patients.

The start of the manifestation was acute in 50% of cases
and subacute in the rest. In 33.3%, ATM was manifested
as a Brown-Sequard syndrome. In the majority of
patients (5 out of 6) a sensitive level was present: 4 in
the dorsal spine and 1 in the lumbar spine. Sphincter
dysfunction was present in 50% and 1 patient had a
case of optic neuritis; 33.3% of cases were associated
to fever.

RM confirmed the diagnosis in 83.3% of cases, showing
widening and an increase in signal of the spinal cord tissue,
on T2 (Figure 1). An electrophysiologic study was carried
outin 5 of 6 patients; they all showed alterations compatible
with sensorymotor demyelinating axonal neuropathy.
As mentioned, the same therapeutic scheme was employed
in all patients, consisting in 3 bolus doses of 1 g
methylprednisolone on 3 consecutive days when starting
with the manifestations and 6 bolus doses of
cyclophosphamide at 15 mg/kg, monthly during the first
6 months and 6 trimestral doses during the following 18
months. After the pulse therapy, patients received oral
steroids at a dose of 0.5-1 mg/kg/day of prednisone or
the equivalent, in a descending pattern until a maintenance
dose of 10-15 mg/day was reached; 16.7% of the patients
received antiplatelet therapy and 33.3% received
anticoagulation. One of the latter presented a subdural
hematoma that forced the suspension of oral anticoagulants.
The evolution of the hematoma was favorable, but a new
bout of ATM developed (the only patient that presented
recurrence) 8 months later; anticoagulation was restored,
with a good response. Response to treatment was favorable
in 83.3% of cases, with a very heterogeneous time of
recuperation; 50% of patients remained asymptomatic and
without sequelae. The mean follow-up time of these
patients up until currently was 8 years. A patient with
chronic hepatitis C infection died as a consequence of the
progressive deterioration of liver function. Apart from
standard therapy, 3 of the 5 patients positive for
antiphospholipid antibodies received antiplatelet of
anticoagulant therapy, with a favorable evolution of the
neurological clinical signs and symptoms; 2 of them
remained without sequelae.



Velloso Feijoo ML et al. Transverse Myelitis in Systemic Lupus Erythematosus

*sisoquioly} snouaa daap ‘| AQ ‘awoipuAs pidijoydsoydiiue ‘Sdy (9ouruosal d13auSew ‘Y 4ejoa)anu QN Leapnu QNN papoads ‘ds

O1wse)dolfd ‘A fsqui saddn “1n fsquuiy 1amo) “17 fsnsorewayihia sndn) ojwalsAs ‘375 {Apnis 2180101sAYd01129)8 ‘43T @SNYIP ‘4Q {SaIpoqiIue Jed)dnullue ‘YNY ‘JueinSeodijue sndn) ‘y7 fuidijoipiedijue sajedipul ey

z] uljeulds
|B2IAI) |BIS)R|0IDIUR +10V
‘9auesagniosd JeqnqoJias siunaudndo ‘(9% 1dW 72 1d9) 1AQ ‘eluadoifo
suwnjod 11 Ayjedounau “11 pue 1N eIsayisasAp +7De ‘ws-nue ‘3unj uoleje
oijewoldwAsy uoljeinSeodnuy |eiale) AysusjupiadAy 9)eIapoy }9SU0 9INdBgNS ‘YNQ-1IUB ‘dS “+YNY  ‘Julof-uoi3daye ups Y1z 9N 9T SdV ‘1S9
asuodsal
poos yym
aposida puodas
ul paanpoujulal
‘aposida 1511
uo |eunpgns zjul
ewolewsay J1appe|qolanp  |eIIAIDD |9A9] Jeulds syjuow g je asde)al (71 1dW 6 1dD)
snouasoinau papuadsns) 1e Ajsuajupiadiy ‘uoidaye Japuhyds  +7He Olwse|doifd
17 eIsayisaodiy uoienSeodiuy pue Sujuapim ‘ejsaledes}ay }9suo andy IN ‘dS “4¥VNY  1ulol-uoijdayse upjs ¢/  uswop LY 3157
7@ 19A9)
dAI}ISUdS ‘| Ajpueujwopald
e|sayisaodiy
‘a Appueuiwopald (T 1dw
Z] uo eisaledeled ‘UoiaSIWBY £€27d9) +V1 ejuadoifd
J1jewoldwAsy z@ AysuajunadAy AyredojaApy Jeurds ‘}asuo andeqng ‘+7Je ‘ON ‘dS ‘“¢4YNY  ‘ulol-uoiidaye ups o] uewop, 1€ 1S 7
11 SAI}ISUIS |9AI]
zjuo  SupjeunpAwsap ‘1910uhyds uoipdaye
z1-11q AjisuajuniadAy Alosuas ‘p1ooe)) eisasedeled VNQ-1ue ejuadoifd
ASajdesed ‘17-01Q SuluspIMm AyredoinaN “77eISayisaue 1asuo NIy ON ‘AD ‘dS “4VYNY  ‘wulof-uoidaye ups [41 uewopn Ze 315 "€
1719A9] Alosuas
‘uoljdaye Japulyds (T 1dw eluadolfd
SunyeulaAwap ‘eisasedesed piooey (€% 1d9) +10e ‘siypJearad
J10jow-A10Suas ‘17 e1sayisaodAy  ‘wis-nue ‘YNg-1ue ‘8unj uoijdaye
eisaledeled JewioN Ayjedoinap }9su0 andeqng ‘40 ‘AD “4YNY  ‘julol-uoiidaye up|s 9 e 9 1S ¢
(ADH 21uo1yd 19A3] 17 BISay3IsaodAy aunwuwioine
uol3d34ul Jo ‘€q Mosuas J1jAjoway elwaue
A103s1y) ainjiey z] uo 7g-€q@ ‘e1sayisaodAy (Lz1dW  ‘etuadolfd ‘spunsid
13A1) Aq yieaq AnsuajuuadAy Ayjedoinau “11 Y81 eisased :eurds £611d9) +1De ‘3un) uoi3day
snewoldwAsy 19191R1d1IUY pue Suluapim JEUOXY  UOIIDASIWAY JASU0 3INIY  “‘dS ‘40 ‘dS “*YNY  “IuIOf uoiidaye upjs gy uewom <% st
315 40 syuop
ol3e|nSeoduy 1S spadsy ‘375 Jo
UOIINJOAT u/19)9181dNUY dW spadsy lead Jesup soug XS @8V jusled
1ed2130]0NaN 1eanAjeuy aARINWWNY awil

«SIIIPAW 3s1aAsuel] pue snsojewayihiz sndn d1walsAs yHM Siualjed jJo ejeq JueAd)ay

3(2):73-7 75

’

Reumatol Clin. 2007



Velloso Feijoo ML et al. Transverse Myelitis in Systemic Lupus Erythematosus

Discussion

ATM is a rare but serious complication in patients with
SLE. Its low prevalence is estimated approximately 1%-
2% of this patient population, and this is confirmed
once more in our series of patients, which was around
1%.

Our patients developed it in the first 6 years since disease
diagnosis, coinciding with the start of the disease in one
of them, circumstance that has been mentioned in some
studies in which it is communicated in up to 39% of
cases in which ATM was the initial manifestation of
SLE.1}?

The clinical spectrum of the disease is varied* and we
found no trace of the underlying disease associated in a
characteristic manner to ATM.

The case of the patient with chronic hepatitis C infection,
who died due to liver dysfunction, a special mention is
deserved because it is the first communicated case in the
medical literature of interferon-alpha induced SLE in
patients with hepatitis C.°

One of our patients developed optic neuromyelitis,
described by Devic in 1894 and related to the presence of
antiphospholipid antibodies.®

Through MR, considered the best imaging technique for
ATM,” the diagnosis was confirmed in 5 of 6 patients.
Nonetheless, in close to 40% of ATM there are no
demonstrable alterations through MR: Mok et al® observed
MR alterations in 56%, Kovacs et al? in 70%, and D "Cruz
et al' in 93%.

There is no consensus for the treatment of this
manifestation of SLE, probably due to its scarce incidence,
though the majority of the authors coincide in the
importance of its early installation.” The use of steroids
at a high dose is recommended, associated to the use of
immunosuppressants. Kovacs et al? observed that the
clinical manifestations of ATM improve with the
administration of intravenous methylprednisolone, but
the results are better if pulse cyclophosphamide is added.
In a clinical trial published by Barile et al' in patients
with  SLE and neurological manifestations,
cyclophosphamide is more efficacious than the use of
methylprednisolone, used in a dose of 0.75 g/m? body
surface monthly during 1 year and every 3 months for
another year. Mok et al® pointed out that cyclophosphamide
seems to be more effective than azathioprine regarding
the remaining functional situation.

Several authors have shown the that the strong association
between ATM and the presence of antiphospholipid
antibodies,'* larger than in the general population of
SLE patients (estimated in 30%-50%). It seems very
probable that they have an important role in the
pathogenesis of this disease, through their interaction
with the spinal phospholipids.!! Thrombosis of the spine
blood vessel would explain a larger dorsal affection because
the vessels are smaller but, in the few autopsy studies
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Figure. Magnetic resonance indicating a widening and increase in
intensity of signal in the cervical spinal cord on Tz.

published, necrosis of the spine has been shown, but no
thrombosis of the spinal vessels. In any case, it is difficult
to precise if it is a thrombotic phenomenon or an
inflammatory one, or a combination of both.

The role of anticoagulation is a controversial topic, still
not having been resolved in the ATM associated to
SLE. It seems reasonable to install it in patients with
antiphospholipid antibodies due to their prothrombotic
power. The high prevalence of antiphospholipid
antibodies in our patients (83.3%), with a good outcome
in those that underwent anticoagulant or antiplatelet
therapy, indicating the important role these antibodies
play in the pathogenesis and development of ATM and
forces us to consider adding anticoagulant or antiplatelet
therapy to the standard therapy with steroids and
immunosuppresants.

Controlled studies are needed to approach the development
of therapeutic strategies, attending specially the need fo
anticoagulation and antiplatelet therapy.
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