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Abstract

We present a case of an elderly man, who initially
presented with right facial nerve palsy, ipsilateral head-
ache, elevated erythrocyte sedimentation rate (ESR)
and no fever. A presumptive diagnosis of giant cell ar-
teritis was made and the patient was treated with high-
dose steroids. A temporal artery biopsy was negative.
Several months later, while on 16 mg of methylpred-
nisolone daily, he presented with severe sensorimotor
peripheral symmetric neuropathy, muscle wasting and
inability to walk, uncontrolled blood sugar and psycho-
sis. A work-up for malignancy was initiated with the
suspicion of a paraneoplastic process. At the same time
a biopsy of the macular skin lesions that had appeared
on the skin of the left elbow and right knee almost
simultaneously was inconclusive, whereas a repeat
biopsy from the same area of the lesions that had be-
come nodular, @ month later, was indicative of Kaposi's
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sarcoma. Finally, a third biopsy of a similar lesion, after
spreading of the skin process, confirmed the diagnosis
of Kaposi's sarcoma. He was treated with interferon
a and later was seen in very satisfactory condition,
with no clinical evidence of neuropathy, normal muscle
strength, no headache, normal electrophysiologic nerve
studies, involution of Kaposi’s lesions and a normal
ESR.

© 2014 Baishideng Publishing Group Inc. All rights reserved.
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Core tip: We present a case of an elderly man, who ini-
tially presented with right facial nerve palsy, ipsilateral
headache, elevated erythrocyte sedimentation rate and
no fever. A presumptive diagnosis of giant cell arteritis
was made and the patient was started on high-dose
steroids. Several months later, he presented with severe
sensorimotor peripheral symmetric neuropathy. A biop-
sy of the macular skin lesions that had appeared almost
simultaneously, was suggestive of Kaposi's sarcoma.
Although peripheral and cranial nerve involvement has
not been reported in Kaposi’'s sarcoma, we postulate
that the patient’s condition could be attributed to that,
within the context of a paraneoplastic process.
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INTRODUCTION

We present herein an interesting case of an elderly patient
with right facial nerve palsy, ipsilateral headache, elevated
erythrocyte sedimentation rate (ESR), sensorimotor neu-
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ropathy and Kaposi’s sarcoma.

CASE REPORT

History report

Dimitrios Daoussis, MD: The patient was a 72-year-
old white man, who was initially admitted on September
16, 2009 to the department of neurology, with chief
complaint of severe persistent right sided headache.
Twenty days prior to admission, he experienced acutely
right facial nerve palsy of peripheral type. Ten days later
he developed severe right temporal headache, and was
started on prednisolone 25 mg/d by oral administration
(po) advised by a neurologist. He had noticed gradual im-
pairment of hearing acuity since four months ago. Glau-
coma had been present for the last three years, and right
eye blindness for ten years, due to an accident. There
was no fever, and except for right peripheral facial nerve
palsy, physical examination was unremarkable. Labora-
tory examination revealed a hematocrit of 35.1% with
mean corpuscular volume 93.4, a white blood cell (WBC)
count of 12700/uL, a platelet count of 372 000/uL and
a markedly elevated ESR of 105 mm/h. All biochemical
parameters and his serologic profile, including rheuma-
toid factor, antinuclear antibodies, complement (C3 and
C4) and antineutrophil cytoplasmic antibodies (ANCA)
were within the normal range. Computed tomography
(CT) and magnetic resonance imaging (MRI) brain scans
were normal. Otolaryngologic evaluation suggested bilat-
eral adhesive otitis, whereas ophthalmologic examination
confirmed the presence of glaucoma and the right side
blindness. The patient was started on methylprednisolone
48 mg/d po, with the presumptive diagnosis of giant cell
arteritis (GCA). He was discharged on this regimen on
September 24, 2009, pending the result of a right tempo-
ral artery biopsy, performed on the day of discharge.

He was first seen at the rheumatology outpatient
clinic three months later, on December 20, 2009, again
complaining of right temporal headache, despite of hav-
ing been taking methylprednisolone 40 mg/d. The report
of the temporal artery biopsy was negative for GCA and
steroid tapering was started.

On February 23, 2010, he reported deterioration of
his headaches, whereas his ESR was 58 mm/h. Methyl-
prednisolone dose was increased back to 32 mg/d, and
on March 22, 2010, his ESR had dropped to 6 mm/h
and headaches had improved. Gradual tapering of ste-
roids was again undertaken and an appointment after two
months was given.

The patient was admitted to the department of medi-
cine on June 26, 2010 with fatigue, profound muscle
weakness, inability to walk and psychosis. While on meth-
ylprednisolone 16 mg/d, his admission glucose was 665
mg/dL, whereas it had been always normal before. He
was afebrile without headache. He was profoundly wast-
ed, with severe proximal muscle weakness and decreased
deep tendon reflexes. The right facial nerve palsy had
improved. Two bluish-red macules, about 1.5 c¢cm in di-
ameter, were noticed over the skin of the right knee and
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left elbow, respectively. Laboratory tests revealed a hema-
tocrit of 29.8%, mild leukocytosis, normal platelet count,
an ESR of 28 mm/h, potassium of 3.73 mg%, sodium
of 136 mg%, calcium of 8.64 mg%, magnesium of 1.5
mg%, creatinine of 0.6 mg%, total serum protein of 5 g%
with albumin 2 g%, and normal creatine phosphokinase,
transaminases, alkaline phosphatase and normal urinaly-
sis. Serologic profile for theumatic diseases and A, B and
C hepatitis was unrevealing, Serum angiotensin convert-
ing enzyme (SACE) level was normal. A chest X-ray was
also normal. An electrophysiologic evaluation was com-
patible with mixed sensorimotor neuropathy, worse on
the lower extremities, but no myositis was found, except
for changes due to chronic steroid administration. Cere-
brospinal fluid examination was normal. Proximal muscle
biopsy did not disclose myositis, vasculitis or granuloma.
A purified protein derivative skin test was negative. Thy-
roid function was also normal.

With the suspicion of an underlying occult malig-
nancy, an extensive work- up towards that direction was
initiated; gastroscopy, barium enema, brain, thoracic
and abdominal CT scans, thyroid ultrasound and cancer
indices including alpha fetoprotein, carcinoembryonic
antigen (CEA), CA 19-9, prostatic specific antigen, beta
horionic gonadotrophin were all normal. A biopsy of
the left elbow skin lesion displayed atypical changes (see
pathological description below).

With the patient’s condition deteriorating, both clini-
cally and in laboratory test results (Ht = 20.3%, ESR =
70 mm/h), with uncontrolled blood sugar levels, and
cushingoid features, including psychosis and severe mus-
cle wasting, in an attempt to spare steroids, we treated the
patient with methotrexate 7.5 mg/wk. His condition im-
proved and on July 24, 2000, one month after his admis-
sion, he was discharged on the above methotrexate dose,
methylprednisolone 16 mg/d and insulin, to be followed
closely.

On the August 23 appointment, the patient’s general
condition was relatively satisfactory, with significant im-
provement of his muscle strength, and a hematocrit of
36.6% and ESR 15 mm/h. Howevet, the previously not-
ed macules on the skin of the left elbow and right knee
had become nodular and a biopsy of the lesion of the
elbow was taken. This biopsy was indicative of Kaposi’s
sarcoma, although not typical. One month later, on Sep-
tember 27, the patient returned with similar bluish-red
nodules all over his body, typical of Kaposi’s sarcoma,
and a third biopsy confirmed the diagnosis. The metho-
trexate was discontinued and the patient was admitted on
October 5, 2000 to the dermatology service and started
on interferon oo IFNa-2a) treatment. At that time, his
hematocrit was 35% and ESR 25 mm/h, whereas serol-
ogy for HIV was negative. An electrophysiologic nerve
study showed definite improvement of the neuropathy.
He was discharged on November 18, 2000, on IFNa and
methylprednisolone 16 mg/d.

On January 9, 2011 at his outpatient visit, he was
found in very good condition, with normal muscle
strength and gait, very mild right temporal headache, no
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Table 1 Findings of nerve conduction serial studies in this

patient

Nerve Parameter 1% study 2™ study 3™ study Normal limits

Motor conduction

Median CV (ms) 46 60 60 =50
CMAP (mV) 4 6 6 =5
Min F-wave (ms) 32 28 27 <30
Peroneal CV (ms) 35 40 43 =41
CMAP (mV) 0.4 1 2 =2
Min F-wave (ms) - - 54 <52

Sensory conduction
Sural CV (ms) - - 32 =40
SAP (uV) - - 4 =8

CV: Conduction velocity; CMAP: Compound muscle action potential;
SAP: Sensory action potential.

psychotic features, with normal deep tendon reflexes, and
with only pale-brownish skin macules, remnants of invo-
luted previous nodular lesions. A third electrophysiologic
study showed further improvement of the neuropathy,
and the patient was put to regular follow-up.

Electrophysiologic nerve studies
Elisabeth Chroni, MD, PhD: The findings were con-
sistent with distal sensorimotor neuropathy of mixed-
axonal and demylinating-type. On follow-up studies 5
and 7 mo later, a gradual improvement was observed.
Electromyography of facial muscles showed denerva-
tion potentials (fibrillations and positive waves) at rest
and poor recruitment of motor units indicating axonal
damage of facial nerve. All the above are depicted in

Table 1.

Pathological description
Athanassios C Tsamandas, MD: The first biopsy re-
vealed areas with proliferation of fibroblasts and capillar-
ies, in the dermis (Figure 1A-D). The vessels of medium
size displayed fibrosis of the wall, luminal narrowing and
elastic lamina disruption without any fibrin deposition.
The second biopsy (Figure 1E-G) was consistent with
eatly changes of Kaposi’s sarcoma (macular-patch stage).
The third biopsy (Figure 1H-M) showed a well-defined
nodule composed of vascular spaces and spindle cells
that replaced the dermal collagen. Spindle cells and en-
dothelial cells lining the vascular clefts were CD34 (+). A
diagnosis of Kaposi’s sarcoma was made.

Retrospectively, the slides were reviewed and the fea-
tures in the first biopsy were suggestive of a very eatly
Kapost’s sarcoma lesion.

DISCUSSION

Andrew P Andonopoulos, MD, FACP: It would be
simplistic to guess that our patient had a Bell’s palsy,
independent of the neuropathy he later developed, and
the malignancy which appeared almost concomitantly
with the latter. The facial nerve palsy and the headache,
along with the impressively elevated ESR, speak against
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the possibility of idiopathic Bell’s palsy. Furthermore, the
patient had no hypertension or diabetes. The psychotic
episode that our patient suffered was probably associated
with the iatrogenic Cushing;

Similarly, the whole picture and its evolution are
against the possibility of a metabolic or toxic cause of
the neurologic syndrome in our patient. Instead, it would
be very suggestive of a vasculitic process, if not related
to a parancoplastic syndrome, due to the malignancy,
which appeared almost simultaneously with the periph-
eral neuropathy.

At a first glance, there was a very strong diagnostic
possibility of GCA at the time of the initial presentation
of this elderly gentleman, with temporal headache and an
impressively elevated ESR. The negative biopsy, despite
the fact that the specimen was meticulously examined
and even recut later, does not rule out this possibility,
because the procedure is not 100% sensitive!!. However,
one could argue that the response of the headache to the
treatment was not the one typically expected in GCA, as
it was mentioned. The apparent response of the ESR to
steroid administration, does not necessarily mean that the
elevated ESR was secondary to GCA, because similar re-
sponses may be encountered in several vasculitic or even
other different processes. Furthermore, the development
of neuropathy secondary to GCA, on steroid treatment,
would be unusual. Peripheral neuropathy has been de-
scribed in GCA as a rather rare manifestation, coincident
with clinically active disease. In a study by Caselli ez a/”
out of 166 consecutive patients with GCA, 23 had clini-
cal evidence of peripheral neuropathic disease, of whom
11 had a generalized peripheral neuropathy, nine had
mononeuritis multiplex and three had a mononeuropathy.
Only a few reports of facial nerve palsy in the context of
GCA appear in the literature®”,

Wegener’s granulomatosis is, among the vasculitides,
the one that can involve most commonly cranial nerves,
besides causing peripheral neuropathy". Our patient had
no features of Wegener’s granulomatosis, without upper
airway, lung or kidney involvement, and negative ANCA.

Polyarteritis nodosa would be another remote pos-
sibility, but the absence of fever, hypertension and kidney
involvement, along with the negative, for vasculitis, mus-
cle biopsy argue against this possibilitym. Churg-Strauss
syndrome could not account for our patient’s picture,
because the hallmarks of this entity were absent"’.

Isolated granulomatous vasculitis of the central ner-
vous system could have been another possibility. The
advanced age of our patient, the impressively high ESR,
and especially the normal brain MRI and cerebrospinal
fluid argue strongly against this diagnosis“”. Finally, our
patient had no evidence of sarcoidosis, with normal chest
X-ray, normal SACE and negative for non-caseating
granuloma muscle biopsy.

Keeping all the above considerations in mind, one
then should try to correlate the patient’s manifestations
with the malignant disease which he was found to have.

Axonal peripheral neuropathy, such as this patient
had, can be a feature of a paraneoplastic syndrome,
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Figure 1 Microphotographs. A, B: The first skin biopsy showing proliferation of fibroblasts (green arrows) and capillaries (blue arrows) in the dermis (H and E, A, x
100; B, x 200); C: The same biopsy showing narrowing of the lumen of medium size vessels (green arrow) and blood cell extravasation (blue arrow) (H and E, x 200);
D: The same biopsy showing lumen narrowing of a medium size vessel (green arrows) and fibroblast proliferation (blue arrow) (H and E, x 400); E, F: The second skin
biopsy showing dilated and irregular vessels (green arrows) and blood extravasation (blue arrows). (H and E, E, x 100; F, x 200); G: The same biopsy showing the
presence of siderophages (green arrow) (H and E, x 400); H: The third skin biopsy showing a well-defined nodule composed of vascular spaces and spindle cells that
has replaced the dermal collagen (H and E, x 20); I: At a higher magnification, there are blood-filled vessels (green arrow), spindle cells (yellow arrow) and blood cell
extravasation (blue arrow) (H and E, x 200); J, K: The same biopsy showing compartmentalization of the nodule by bands of fibrocollagen tissue (green arrows); L, M:
The same biopsy showing that spindle cells (green arrows) and endothelial vascular cells (blue arrows) expressed CD34. Streptavidin-biotin perixidase (L, x 100; M, x
200).
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shared by several malignancies, mainly of the lung, but of
other organs as well. A meticulous search of the literature
did not result in the finding of any report of Kaposi’s
sarcoma associated with a parancoplastic picture from the
nervous system, nor with any related to direct peripheral
nerve invasion by this particular malignancy. However,
this possibility cannot be excluded in our patient, and in
view of our inability to find another cause responsible for
his symptoms, if we wanted to put everything under one
basic pathogenetic process, it would be very tempting to
attribute the whole picture to the underlying malignancy.

On the other hand, it would be very difficult to accept
that Kaposi’s sarcoma in our patient developed iatrogeni-
cally, following immunosuppression. Kaposi’s sarcoma
may be caused by iatrogenic immunosuppression, but this
has been mainly reported in transplant patients, receiving
heavy immunosuppressive treatment with cyclosporin A
and steroids with azathioprine. In addition, our patient
must have Kaposi’s lesions, although not diagnosed, as
it could be documented from the presentation, before
methotrexate was started.

In conclusion, although peripheral and cranial nerve
involvement has not been reported in Kaposi’s sarcoma,
we postulate that the patient’s condition could be attribut-
ed to this within the context of a paranecoplastic process.

COMMENTS

Case characteristics

A 72-year-old man with ipsilateral headache, skin lesions and neuropathy.
Clinical diagnosis

Facial nerve pulsy and peripheral neuropathy.

Differential diagnosis

Giant cell arteritis (GCA) or other systemic vasculitis vs paraneoplastic manifes-
tations in the context of Kaposi’s sarcoma.

Laboratory diagnosis

Raised inflammatory markers and anemia.

Imaging diagnosis

Negative computed tomography (CT) scan of thorax-abdomen, negative brain
CT and magnetic resonance imaging.

Pathological diagnosis

Biopsies of skin lesions diagnostic of Kaposi's sarcoma.
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Treatment

Initial treatment with high-dose steroids with the diagnosis of GCA. Following
diagnosis of Kaposi's sarcoma, the patient was successfully treated with inter-
feron.

Experiences and lessons

A paraneoplastic process may present with atypical manifestations.

Peer review

Although peripheral and cranial nerve involvement has not been reported in Ka-
posi's sarcoma, authors postulate that the patient’s picture could be attributed to
this within the context of a paraneoplastic process. This is a very interesting case.
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