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GUILLAIN-BARRE SYNDROME

IN THE COURSE OF DENGUE

Case report

Nilse Querino Santos'?, Ana Claudia B. Azoubel?,
Antonio Alberto Lopes?, Gersonita Costa?, Aroldo Bacellar®

ABSTRACT - This case report describes the findings of a 45-year-old white woman from Brazil, who devel-
oped myalgia, fever and macular rash. She was diagnosed as having dengue, based on clinical manifesta-
tions and specific IgM titers. One week after the first symptoms of dengue, the patient developed muscle
weakness, followed by tetraplegia with areflexia, and respiratory insufficiency. The electromyography had
evidence of demyelinating neuropathy and the cerebrospinal fluid showed albuminocytologic dissociation.
These neurologic findings were consistent with the diagnosis of Guillain-Barré syndrome. The patient was
treated with immunoglobulin and metylprednisolone. Mechanical ventilation was started one week after
hospital admission and maintained for four weeks. After six weeks of hospitalization the patient was dis-
charged from the hospital on wheel chair, presenting mild muscle weakness and loss of patellar and ankle
reflexes. When the patient was seen at the outpatient service three weeks after hospital discharge she was
able to walk with help. This case report suggests a possible association between dengue and Guillain-Barré
syndrome.
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Sindrome de Guillain-Barré no curso de dengue: relato de caso

RESUMO - Este relato de caso descreve os achados de uma mulher de 45 anos, branca, que desenvolveu
mialgia, febre e eritema macular. Ela recebeu o diagnéstico de dengue, tomando por base os achados clini-
cos e titulos especificos de IgM. Uma semana depois do inicio dos primeiros sintomas de dengue, a paciente
desenvolveu fraqueza muscular, tetraplegia e insuficiéncia respiratéria. A eletromiografia mostrou evidén-
cia de uma neuropatia desmielinizante e o liquor apresentou quadro de dissociacdo albuminocitoldgica.
Os achados neuroldgicos foram consistentes com o diagndstico de sindrome de Guillain-Barré. A paciente
foi tratada com imunoglobulina e metilprednisolona. Ventilagdo mecanica foi iniciada uma semana ap6s
a admissdo hospitalar, sendo mantida por quatro semanas. Apds seis semanas de internamento a paciente
teve alta em cadeira de rodas, apresentando fraqueza muscular e perda dos reflexos patelar e aquileu.
Quando a paciente foi vista no ambulatério, trés semanas apds a alta hospitalar, ela ja era capaz de andar
com ajuda do acompanhante. Este relato de caso sugere uma possivel associacdo entre dengue e sindrome
de Guillain-Barré.

PALAVRAS-CHAVE: sindrome de Guillain-Barré, dengue, radiculoneurite.

Guillain-Barré syndrome frequently develops
after an infection, including viral disease’. Cytome-
galovirus, Epstein-Barr and HIV are some of the viral
agents that have been associated with this neuro-
logic syndrome?3. Three previous reports have call-
ed attention to a possible relationship between
dengue and Guillain-Barré syndrome. The mech-
anisms that link the infections with Guillain-Barré

syndrome are not well known. There is evidence,
however, that this neurologic disease is immuno-
logically mediated'. The objective of this report is
to describe the findings of a woman who develo-
ped Guillain-Barré syndrome in the course of den-
gue. The ethical committee of the Sdo Rafael Hospi-
tal, where the patient was hospitalized, approved
the publication.
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CASE

A 45-year-old white woman, middle school teacher,
was admitted on February 25 of 1997 during an epide-
mics of dengue to the Sao Rafael Hospital, located in
the city of Salvador, Northeast Brazil, with one week of
generalized myalgia and fever. Four days after the ini-
tial symptoms she noticed macular rash, predominant-
ly in lower limbs. Weakness in the lower limbs was not-
ed twenty-four hours before hospital admission. On
physical examination, the patient was alert and orient-
ed. Neck was supple. She had severe weakness of the
lower limbs and she was unable to show complete range
of movement against gravity. Patellar hyporeflexia and
symmetrical distal hypoesthesia were detected.

The initial laboratory workup (February/25/97) re-
vealed: hematocrit 32%, hemoglobin 10.6 g/dl, leuco-
cyte count of 5100 (neutrophils=50%; eosinophils-0.9%
lymphocytes=36.8%), platelet count 148000/ mm?3, total
protein 6.7 g/dl (albumin 3.9 g/dl, globulin 2.8 g/dl),
AST 35 units/l and ALT 51 units/I. HIV Elisa was negative.
The cerebrospinal fluid (CSF) showed 4cells/mm?3 (lym-
phocytes 73%, monocytes 27 %), protein 49 mg/dl, chlo-
ride 690 mEq/l, glucose 64 mg/dl, LDH 20.2 Ul. The CSF
was also negative for syphilis (VDRL and hemagglutina-
tion), cysticercosis (ELISA and hemagglutination), S. man-
soni (immunofluorescence), pneumococci (latex), tuber-
culosis (acid-fast stain), meningococci (latex), H. influen-
za (latex), cryptococcus, HIV (ELISA), HTLV | and HTLV Il
(ELISA). On February 28, three days after hospital admis-
sion, dengue-specific IgM antibody test was positive.
IgM for CMV, HSV, EBV were negative. A second CSF exam
was similar to the first, except for an albuminocytologic
dissociation (protein 143 mg/dl and 3.7 cells/ mm?3). An elec-
tromyography showed slowed motor conduction velocity
on several peripheral nerves of upper and lower limbs.

During follow-up she developed tetraparesis with
facial diplegia and global areflexia. At the beginning of
the second week the patients started a 5-day treatment
with immunoglobulin 400mg/kg/ day plus methylpred-
nisolone 500 mg. She was also on mechanical ventila-
tion for approximately four weeks. Mechanical ventila-
tion was started one week after hospital admission and
maintained for four weeks. The patient was discharged
from the hospital on wheel chair after six weeks of hos-
pitalization, presenting mild muscle weakness and loss
of patellar and ankle reflexes. Three weeks later when
she was seen at the outpatient service she was able to
walk with help.

DISCUSSION

The present report is not the first one to suggest
an association between dengue and Guillain-Barré
syndrome. According to a MEDLINE search from
1966 to present, three previous reports described
Guillain-Barré syndrome in patients with dengue*®.
In the present case the presence of a positive dengue-

specific IgM antibody test is an evidence of active
infection or recently acquired disease. The neuro-
logic manifestations, the CSF findings and the pat-
tern of the electromyography were consistent with
the diagnosis of Guillain-Barré syndrome.

It is important to observe that several infectious
diseases have been reported as associated with
Guillain-Barré syndrome?3. It is believed that anti-
bodies and products of the cellular responses trigg-
ed by the infections microorganism reacts to the
ganglioside surface of component of the periph-
eral nerves?. The neurological symptoms usually
appear when the patient is recovering from the acu-
te phase of the infection, particularly in viral di-
seases. The existence of three previous reports of
Guillain-Barré syndrome in patients with dengue
is an additional support to an association between
these diseases. In the present case and in the pre-
vious reports, the neurological manifestations ap-
peared at least one week after the first clinical ma-
nifestations of dengue. The first report described
a 46-year-old man who apparently acquired the dis-
ease during a trip to the French Polynesia, locat-
ed in the south-central Pacific Ocean. The neuro-
logical manifestation of this Polynesian patient
started approximately five weeks after the first
manifestations of dengue®. A second case report
was about a 28-year-old woman from the French
Guiana®. The first symptoms were fever and hea-
dache followed by radicular pain. The diagnosis of
dengue was based on seroconversion (inhibition
of the agglutination test). One week after the on-
set of dengue, the patient became tetraplegic.
She recovered without residua. The third report des-
cribed the findings of a 44-year-old woman from
Caribe’. The first symptoms were fever, rash, vom-
iting and anorexia. These symptoms remitted in four
days. Two weeks later she complained of tiredness,
with numbness and weakness of both legs and
arms. After 48 hours she became unable to walk.
This patient also had a complete recovery.

At the time that the patient was admitted plas-
ma exchange was not available at our hospital. The
patient was treated with human intravenous immu-
noglobulin plus methylprednisolone based on pre-
liminary findings that suggested this combination
as an alternative to plasma exchange with the ad-
vantage of lower adverse effects and easy of appli-
cation*. Moreover, at that occasion there was a sug-
gestion that the combination of immunoglobulin
with methylprednisolone was associated with bet-
ter results than immunoglobulin alone in patients
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with Guillain-Barré syndrome?. There is doubt, ho-
wever, if corticosteroids add any benefit for pati-
ents with Guillian-Barré syndrome*. Plasma ex-
change and intravenous immunoglobulin are con-
sidered equivalent in terms of efficacy in the tre-
atment of Guillain-Barré syndrome. Moreover, the-
re are data to suggest that the combination of the
two drugs do not confer a significant advantage>®.

Obviously, the development of Guillain-Barré
syndrome in the course of dengue in the present
case could have been a coincidence. However, sin-
ce Guillain-Barré syndrome is a rare disease it is
plausible to hypothesize that the two diseases we-
re causally associated. Future studies to assess pos-
sible causes of Guillain-Barré syndrome should
consider the possibility of dengue.
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