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Unusual neurological features in leukocytoclastic vasculitis
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Two cases of leukocytoclastic vasculitis with nervous system
involvement were reported. The cutaneous manifestations were confirmed
by skin biopsy. Nervous system manifestations included retinal vasculitis,
subarachnoid hemorrhage, aseptic meningitis, encephalopathy, generalized
seizures with postictal focal neurological deficit, cranial nerve palsy, and
positional vertigo. The fundoscopic findings were classic and reflected the
pathological changes in small vessels, especially venules. The precipiting agents
were a non - specific viral infection in one case and mumps in the anther case.
The neuroloigical as well as the cutaneous changes responded dramatically

to systemic corticosteroid.
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The clinical spectrum of vasculitis
comprises some of the most interesting and
diverse syndromes in clinical medicine.!-®
Leukocytoclastic vasculitis includes a hetero-
genous group of clinical syndromes and is
characterized by inflammation of small vessels
such as postcapillary venules, capillaries,
arterioles and venules.® Patients with cutaneous
leukocytoclastic vasculitis have rarely been
reported to have coincident neurologic diseases.
We wish to report neurological presentations
of this vasculitic syndrome in the form of neuro-
ophthalmologic findings, encephalopathy, convul-
sion and transient focal neurological deficit,
cranial neuropathy, positional vertigo, aseptic
meningitis and subarachnoid hemorrhage. The
neuro-ophthalmologic ‘manifestation should
be considered as an important diagnostic clue

for this disease.

Case reports

Case 1.

A 30 year-old woman presented with
headache, blurring of vision, position related
vertigo and skin rash. Eight days prior to ad-
mission she had a low grade fever, diffuse dull
aching headche, blurring of vision and enlarged
left submandibular lymph nodes. Four days
later she developed vertigo aggravated by
changing to the erect position which improved
by lying down. Three dyas before admission
she had a tender erythematous rash distributed
in patches on all extremities but predominantly
on her legs. Her headache increased and marked
stiffness of the neck was noted.

Her past medical history was unremar-
kable.

84/min, the respiration 20/min and the blood

The temperature was 38.3°C, the pulse

pressure 120/80 mmHg. Systemic examination

disclosed two enlarged left submandibular lymph
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nodes, I X 2 cm in diameter. Tender erythema-
tous papules 0.5-1.5 cm in diameter were observed
along both arms and legs. Neuro-ophthalmologic
examination revealed visual acuity of 20/20
(right), 20/100 (left), ‘vasculities (mainly
phlebitis, rare arteritis), sheathing of retinal
veins, candle-wax exudates along affected
retinal vessels, intraretinal hemorrhage and
exdudates on the left optic disc (Figure 1).

Meningeal signs were also detected. No other

focal neurological deficits were present.
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Figure 1. Retinal vasculitis (mainly phlebitis,
rare arteritis), Sheathing of retinal
veins, candle wax exudates along
affected

retinal vessels and in-

traretinal hemorrhage and exudates.

The urine was normal. The hemoglobin
was 16.1 g/dl, the hematocrit was 44%, the
white blood cell count was 7,200/mm?® with
78% neutrophils, 15% lymphocytes and and
7% monocytes.  The erythrocyte sedimentation
Blood chemistries were
VDRL and FTA-ABS were non-

Anti-HIV and HBsAg were negative.

rate was 100 mm/hr.
normal.
reactive.
ANA and cryoglobulin were negative and
complement levels were normal. Chest x-ray
and CT-scan of the brain were unremarkable.
CSF was contained

12 lymphocytes and 2,520 red cells/mm?3. CSF

xanthochromic and
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protein was 100 mg/dl, CSF glucose 53 mg/dl.
A skin biopsy was compatible with leukocy-
toclastic vasculitis (Figure 2). She dramatically
responded to prednisolone 60 mg/day. The
vision improved in one day and was normal
within 3 days. The eyeground abnormalty, vertigo,
headache and neck stiffness returned to normal
within 2 weeks. The rash disappeared on the

fourth day of admission.

.

Figure 2. Skin biopsy revealed classical
leukocytoclastic vascultiis.
Case 2.

A 13 year-old boy presented with a
history of fever, myalgia, sore throat and
headache 2 weeks before admission. Cervical
lymphadenopathy was detected 2 days later. Ten
days before admission he developed a high
grade fever and a persistently severe headache
Eight

days prior to admission painful swollen testes

predominantly between the eyebrows.

were observed and he was diagnosed as a case
of mumps orchitis. Two days later he became
confused, restless and had nausea and vomiting.
Four days prior to amission he had two
episodes of generalized seizures. He also
experience postictals right hemiparesis together
with diplopia and medial squint of both eyes.
His past medical history was unremarkable

and no history of febrile seizures was disclosed.
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The temperature was 37.8°C, the pulse
84/min, the respiration 16/min and the blood
pressure 110/70 mmHg. Systemic examination
reveales a generalized erythematous maculo-
papular eruption on the trunk and on all
extremities. Neuro-ophthalmologic examination
revealed normal visual acuity, normal optic
discs, periphlebitis with candle-wax exudates
around the retinal veins and retinal hemorrhage,
all of which were more marked on the left.
Pupillary light reflexes were normal. Paresis
of cranial nerve VI was observed on the left.

The hemoglobin was 12.5g/dl, hema-
tocrit 39%, white cell count 8,600/mm?® with
81% neutrophil and 19% lymphocytes. The
erythrocyte sedimentation rate was 65 mm/hr.
A urinalysis was normal. Blood chemistries,
serologic tests for syphilis, anti-HIV and
ANA, cryoglobulin
CSF was

clear and contained 65/mm® red blood cells,

HBsAg were all negative.

and complement tests were normal.

42/mm? white blood cells (80% plasma cells,
20% lymphocytes). Protein was 35 mg/dl and
CSF glucose were 58 mg/dl. Chest x-ray, CT-scan
A skin

biopsy was compatible with leukocytoclastic

of the brain and EEG were normal.

vasculitis.

He was treated with prednisolone 60
mg/day. The skin rash, eye ground abnormalities
and neurological deficits as well as fever
subsided within 3 days, 2 weeks and 1 week

respectively.

Discussion

The diagnosis of leukocytoclastic
vasculitis is established by findings of small
vessel inflammation,usually with a leukocy-
toclastic pattern.>  Although the skin is the
most common and readily available site for

biopsy, the vasculitic changes seen in neuro-
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ophthalmologic examinations may be one of the
diagnostic clues. Both of our cases had retinal
vasculities paralleled with the skin lesions.
Retinal changes in collagen disease have been
reported in lupus erythematosus, scleroderma,
dermatomyositis, polyarteritis nodosa and
rheumatoid arthrities®® The main abnormality
consists of cotton-wool spots which are more
numerous than the number of hemorrhages. This
fundoscopic picture suggests a microarteriolar
as opposed to a venular process.® In contrast,
the retinal vasculitis detected in our cases
consisted of inflammatory changes occurring
mainly in relationship to retinal venules.
These ophthalmologic changes have been
detected in sarcoidosis,
infectious diseases (tuberculosis, cytomegaloviral
infection, syphilis), multiple sclerosis with
phlebitis, autoimmune vasculitis and some
cases of SLE, periarteritis nodosa, Wegener's
granulomatosis and Goodpasture's syndrome.®
However, clinical profiles and laboratory
investigations could exclude these diseases in
our cases.
Recently, anti-neutrophil cytoplasmic
autoantibodies (ANCA) have been reported
as a serologic marker for various types of
vasculitides, ranging from multisystemic
vasculitis, such as Wegener granulomatosis
and polyarteritis nodosa, to idiopathic
glomerulonephritis.”® In the
ANCA -positive

fifteen of their

crescentic
series of 70 patients
reported by Falk et al,®
patients had clinical manifestations of
polyarteritis nodosa involving skin, peripheral
nervous system, joints, upper respiratory
tract and kidneys. 37 of their patients had
clinical and pathological findings consistent
Positive

with Wegener granulomatosis.

ANCA may also be present in the active

Behcet disease, "
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phase of allergic granulomatosis.!'® None of
our patients had clinical and pathological
manifestations of Wegener granulomatoses
or allergic granulbmatosis. Even though
polyarteritis nodosa could not be totally
ruled out, the biopsy from our cases definitely
showed leukocytoclastic vasculitis of the
small blood vessels, not the medium-sized
artery typically involves in polyartheritis nodosa.

Positive ANCA had been reported in

_ patients who had leukocytoclastic vasculitis

and palpable purura.® But all of these patients
had renal involvement. To the best of our
knowledge, there has been no report in the
literature of an association between positive
ANCA and neurological camplications in
cutaneous leukocytoclastic vasuclities without
renal diseases as in our cases. Unfortunately,
we could not perform the tests for ANCA in
our hospital during the period of this study.
Otherwise, it would be very interesting to
see wheter there is any association between
ANCA and cutaneous leukocytoclastic vasculitis
with neurological complications.

A wide range of conditions may cause
leukocytoclastic vasculitis which may inturn
produce neurological damage."!'® One of our
patients had nonspecific viral prodromes prior
to the developmént of vasculitis and one
patient had the clinical syndrome of mumps.
the possibility that both cases are related to
the initial viral illness could be raised.
Neurological involvement is not a prominent
feature of the cutaneous leukocytoclastic
vasculitis.'72"  Encephalopathy, hemiparesis,
polyneuropathy, mononeuritis muliplex, diplopia
and dysphagia have been reported.(!-13.17-20)
We have added

changes, aseptic meningitis, subarachnoid

neuro-ophthalmologic

hemorrhage, encephalopathy, convulsion with
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postictal hemiparesis, and positional vertigo
as unusual neurological features in this entity.

The prognosis of leukocytoclastic
vasculitis is related to the extent and severity
of systemic diseases”, but it is generally
not a life-threatening process. Certain
leukocytoclastic vasculitis syndrome manifests
a tendency toward spontaneous resolution and
there are few data to indicate that any mode of
therapy consistently alters the course of the
disease. However, in patients with significant
systemic involvement, as in ours, prednisolone
given orally with tapering off according to
the disease activity should be employed. The
response in our cases was dramatic and the
duration of medication was 3-4 weeks. No
recurrent attacks of the disease occurred after

more than two years of follow-up.
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