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RESUMEN

La polineuropatia desmielinizante aguda (AIDP) es un desorden inmune que afecta el nervio periférico produciendo
lesién axonal o mielinica. las infecciones respiratorias altas, gastrointestinales o los cuadros febriles inespecificos
usualmente preceden este caudro clinico caracterizado por debilidad progresiva y disminucién de reflejos mioten-
dinosos. En el paciente con infeccion VIH la AIDP usulamnete aparece en el periodo de seroconversion cuando
el conteo de CD4 es mayor a 500 células/ul.. Se presume origen infecciosos a pesar de no existir un anticuerpo
especifico. reportamos dos casos de paciente con VIH y ADPI con presentacion atipica. El primero con un conteo
de CD4 menos a 100 células/ul, el segundo en el contexto de sindrome de reconstitucion inmunoldgica (IRIS).
Ambos pacientes tuvieron recuperacion satisfactoria luego de tratamiento con inmunoglobulina intravenosa y
suspension temporal del tratamiento antiretroviral respectivamente.
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SUMMARY

Acute inflammatory demyelinating polyneuropathy AIDP is an immune mediated disorder that affects the
peripheral nerve reflected in myelin damage and sometimes in axonal loss. Upper respiratory infection, gas-
trointestinal infection or nonspecific febrile processes are clinical entities that usually precede neurological
symptoms represented by progressive weakness of the extremities and attenuation of tendinous reflexes. In
the setting of HIV infection AIDP is a peripheral nerve disorder that usually occurs shortly after seroconver-
sion when the CD4 count is higher than 500 cells/pl. It is presumed to be immune mediated, although the
offending antibody has not been identified yet. We report two clinical cases of atypical AIDP in the setting
of HIV infection: The first with a T' lymphocyte CD4 count lower than 100 cells /ul and the second in con-
text of immunologic reconstitution inflammatory syndrome IRIS. Both entities are uncommon phenomena.
The patients recovered satisfactorily after receiving intravenous immunoglobulin and temporary cessation of
antiretroviral therapy respectively.
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Case reports
Patient 1

A 37 year old male diagnosed with human immu-
nodeficiency virus (HIV) infection in september
2008 whose initial T lymphocyte CD4 count was 20
cells/ul on antiretroviral therapy with zidovudine,
lamivudine and nevirapine started on mid october,
presented in eatly february 2009 with a one week
history of rapid progressive strength and sensory
loss on lower extremities with further involvement
of both hands. On admission to the hospital the neu-
rological examination disclosed proximal and distal
reduced strength which Medical Research Council
(MRC) score was 3/5. In addition, tendinous reflexes
were absent and severe sensory loss for all modalities
was noted on stocking distribution. By this time his
T lymphocyte CD4 count was 46 cells per micro
liter and HIV viral load was lower than 40 copies/
ml. Other serum test included complete blood count
(CBCO), liver enzymes, renal and thyroid profile,
vitamin B12, folic acid, lactate and creatin kinase
(CK) determinations which results were reported as
normal. Cerebrospinal fluid (CSF) analysis showed
0 cells, protein 231 mg/dl and glucose 66mg/dL.
Cultures for bacteria, fungus and deoxyribonucleic
acid (DNA) polymerase chain reaction (PCR) for
cytomegalovirus (CMV) varicella zoster virus (VZV)
and tuberculosis were negative. Additionally CSF
venereal disease research laboratory (VDRL) was
non reactive and CSF HIV viral load was lower
than 200 copies/ml. A diagnosis of Guillain Barre
syndrome was made further supported by nerve
conduction study and electromyography of four
limbs that demonstrated demyelination with reduced
motor conduction velocities and prolonged distal
motor latencies. Furthermore I wave responses were
markedly reduced and EMG showed reduction in
motor unit recruitment. (Figure 1) The patient was
commenced on a five-day course of intravenous
immunoglobulin IVIG) in a dose of 0.4 g/kg
body weight a day with no side effects. The patient
started improving his neurological condition shortly
after completion of IVIG administration, reaching
complete recovery following two months. During
all this time the patient continued his antiretroviral
regimen with no changes.

Patient 2

A 46 year old male with HIV infection diagnosed
in February 25, 2008 in the setting of P. Jirovecci
pneumonia, T lymphocyte CD4 count of 49 cells/
ul and HIV viral load higher than 1000000 copies
/ml, started antiretroviral therapy with zidovudine,
lamivudine and efavirenz in the third week of March
08. He noted one month later a six days history of
difficulty to walk due to loss of strength on both
lower extremities with no sensory involvement.
Other medications included trimethoprim sulfa-
methoxasole and fluconazol. On admission to the
hospital his physical examination only showed mild
quadriparesis with absent achillean and patellar
reflexes. Workup laboratories included CBC, electro-
Iytes, liver enzymes, renal function, thyroid profile,
vitamin B12, folic acid, and lactate, all reported as
normal. In addition his most recent T lymphocyte
CD4 count was 221 cells/ul and the HIV viral load
was lower than 50 copies /ml. CSF analysis showed
1 cell, protein 157 mg/dl and glucose 54 mg/dl,
cultures were negative; VDRL non reactive and
CMV/VZV DNA detection by PCR was negative.
CSF HIV viral load was lower than 200 copies per
ml. One week later nerve conduction studies plus
EMG of lower extremities were done showing
reduced F waves responses and motor conduction
velocities. EMG showed only mild reduction in
motor unit recruitment (Figure 2). A diagnosis of
acute inflammatory demyelinating polyneuropathy
(AIDP) in the setting of an immune reconstitution
syndrome was made. Because the symptoms were
not disabling the patient severely at all, it was decided
to continue with his antiretroviral regimen without
modification. No further worsening of symptoms
was noted by the patient and his neurological exami-
nation showed a rapid improvement of the strength
one month after starting an intensive program of
physical therapy. Currently —June 2009- he has no
neurological symptoms.

DISCUSSION

Cell-mediated immunity is known to play an
important role in the pathogenesis of GBS. The cha-
racteristic initial stage of this entity is associated with
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FIGURA 1.

PATIENT 1 NERVE CONDUCTION AND ELECTROMYOGRAPHY STUDY THAT SHOWED FINDINGS CONSISTING WITH SEVERE AXONAL POLY-
NEUROPATHY, 1- ABSENCES OF SENSORY RESPONSES OF MEDIAN ULNAR AND SURAL NERVES, 2- ABSENCE OF MOTOR RESPONSE OF
TIBIAL AND PERONEAL NERVES, 3- PROLONGED MOTOR LATENCIES OF MEDIAN AND ULNAR NERVES WITH CONDUCTION VELOCITIES
DECREASE WITH ABSENSE OF F WAV ES, 4- INCREASED INSERTION ACTIVITY WITH DENERVATION SIGNS AND DECREASED RECRUITMENT
ON ELECTROMYOGRAPHY.

demyelinization related to the action of macropha- of HIV infection that usually has been seen shortly
ges, with multifocal distribution in the nerves. The after seroconversion when the T lymphocyte CD4
main action of T cells appears to be the impairment count is higher than 500 cells/pl (2), this disorder
of the integrity of the blood-nerve barrier by the seems to be immune mediated depending on a
action of metalloproteinases, in addition to influence possible over activity of T and B lymphocyte cell
the recruitment of other immune cells o such as population. Biopsy and autopsy findings have been
macrophages, Schwann cells and fibroblasts (1). contradictory regarding the presence or absence of
Acute AIDP is an uncommon disorder in the setting petivascular lymphocyte infiltration in GBS. The
2ﬂ2 Atypical acute inflammatory demyelinating polyneuropathy in the setting of HIV infection:

Report of two cases
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[FIGURA 2.

A. DESAPARICION DEL EDEMA EN LA RESONANCIA MAGNETICA LA CUAL PUEDE CONSIDERASE DENTRO DE LO NORMAL. B. MONTAJE EN
FLECHA, EEG QUE MUESTRA DESAPARICION DE LAS ONDAS LENTAS, REAPARECE EL GRADIENTE ANTEROPOSTERIOR Y MEJOR ORGANIZACION

DE LA ACTIVIDAD ELECTRICA CEREBRAL.

fact that no lymphocytes are detected in nerves
suggests that the changes mediated by antibodies
are important, in agreement with the pathogenetic
mechanism proposed for the onset of GBS, which
occurs after infections, as is the case or Campylo-
bacter jejuni which is associated with antibodies to
GM1 and GQ1b gangliosides. These gangliosides
share epitopes with the lipopolysaccharide coat of
some strains of this bacterium (3).

There are few HIV/AIDP cases published in the
literature whose CD4 count is lower than 50 cells
and co infection especially by cytomegalovirus has

been ruled out either by CSF DNA detection by PCR

or clinical course.2, 4 The exact mechanism of this
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phenomenon is unknown since it could be assumed
that patients with not enough T lymphocyte CD4
count are unable to mount a competent immune
response. However it is hypothesized that alteration
of T cell homeostasis induced lymphopenia could
be permissive for the disruption of self tolerance
and autoimmune disease may occur in lymphopenic

patients (4).

The first case is an example of this scenario
which clinical outcome behaved similar to Guillain-
Barre syndrome in HIV seronegative patients that
usually respond to IVIG or plasmapheresis (5).
Some authors promote performing plasmapheresis




followed by IVIG in the setting of HIV infection
but cases where the CD4 count is lower than 100
cells /ul administration of gancyclovir or foscarnet
should be considered until CMV polyradiculopathy
is excluded (6).

The second case displays an immune reconstitu-
tion syndrome (7) that elicited AIDP in context of
recent onset of antiretroviral therapy with a CD4
count lower than 100 cells/pl. In this situation an
autoimmune disorder can promotes damage of
peripheral nerves explained by the role of T cells
contributing to the selection of natural self-reactive
antibody repertories whose expression of immu-
noglobulin M (IgM) and immunoglobulin G (IgG)
toward some self-antigens depends on the number

of T CD4 lymphocytes (8).

The course of HIV is characterised by a dectrea-
sing CD4 count and a rising viral load. There is loss
of lymphocytes to a level where secondary immune
responses are lost to both primary and recall
antigens.9 On commencement of HAART viral
suppression is sufficient to allow regeneration, by
clonal expansion of the remaining clones, of these
immune responses.10 This has resulted in an immu-
nological response to self or pathogen, where there
was previously anergy, the aptly named immune
reconstitution syndrome.11,12. To our knowledge
there are no more than 10 case reports published
of AIDP associated to immunologic reconstitution
inflammatory syndrome (IRIS) in the setting of HIV
infection (9-12). Therapeutic approaches include
conservative measures, steroids plasmapheresis or
temporary suspension of antiretroviral therapy (12).
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