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ABSTRACT
Herein we report the first case of pri-
mary aspergillosis of the larynx in a pa-
tient with Felty’s syndrome. A 53-year-
old man, a florist by profession, with a
12-year history of rheumatoid arthritis
and on treatment with steroids, was ad-
mitted because of hoarseness, and inter-
mittent fever of 2 weeks’ duration. On
admission, physical examination and
laboratory data showed, among other
findings, splenomegalia and neutrope-
nia. At bone marrow examination, nor-
mal cellularity with mild dyserythro-
poiesis was observed. A fiberoptic laryn-
goscopy showed white plaques on both
the true vocal cords. Both culture and
microscopic examination of these lesions
provided the diagnosis of invasive proc-
ess by Aspergillus flavus. A computed to-
mography of the middle ears, paranasal
sinuses, and chest was normal. Thus, pri-
mary aspergillosis of the larynx and
Felty’s syndrome was diagnosed, and the
patient was successfully treated with
granulocyte colony-stimulating factor
and systemic antifungal agents.
Felty’s syndrome, corticosteroid use, and
occupational risk probably rendered our
patient susceptible to Aspergillus infec-
tion.

Introduction
Aspergillosis is a common infection in
immunocompromised patients (1). It can
affect any organ but involves most com-
monly the respiratory tract, since Asper-
gillus spores are able to enter the respi-
ratory tract with inhaled air (1). Head and
neck manifestations of Aspergillosis in-
clude nasal, paranasal and otologic dis-
eases. Aspergillosis of the larynx is un-
common and is usually secondary to pul-
monary involvement. Primary aspergil-
losis of the larynx is very rare. In the
English literature, it has been described
in 12 otherwise healthy patients (2-6) and
in 3 compromised patients (7-9). Felty’s
syndrome consists of chronic reumathoid
arthritis, splenomegalia, neutropenia,
and recurrent, life-threatening infections.
Herein we report the first case of primary
aspergillosis of the larynx in a patient
with Felty’s syndrome.

Case report
The patient was a 53-year-old man, a flo-

rist by profession, with a 12-year history
of rheumatoid arthritis. After a brief pe-
riod of therapy with nonsteroidal anti-
inflammatory drugs, his treatment was
shifted to prednisone (50 mg daily). He
was seen in June 1998 because of inter-
mittent fever of 2 weeks’ duration. He
complained of hoarseness since 10 days.
Two months before, he was affected by
Pneumocystis carinii pneumonia suc-
cessfully treated with cotrimoxazole. On
admission, physical examination reveal-
ed pallor, brown pigmentation over the
tibiae, petechiae in the legs, hepatome-
galy, and splenomegaly.
Laboratory data showed hemoglobin 8.3
g/dl, hematocrit 26%, leukocyte count of
700/mm3 

with 33% neutrophils and 62%
lymphocytes, serum alkaline phospha-
tase 121 UI/L, aspartase aminotrans-
ferase 70 UI/L, hypoalbuminemia (2.58
g/dl), and hypergammaglobulinemia
(1.59 g/dl). Thrombocytopenia (platelets
45,000/mm3), reduced fibrinogen levels
(120 mg/dl), and elevated values for the
cross-linked fibrin derivatives (D-dimer
> 8 mg/dl) were seen. Plasma electro-
lytes and urinalysis were normal.
The search for autoantibodies, antibod-
ies to human immunodeficiency virus,
and viral hepatitis was negative. A bone
marrow aspirate and biopsy showed nor-
mal cellularity with mild dyserythro-
poiesis. A computed tomography of the
chest and abdomen was normal except
for a mild hepatomegaly, and moderate
splenomegaly.
Antibiotic therapy with ceftazidime 2 g
t.i.d. and teicoplanin 200 mg b.i.d. was
started but the fever persisted. Because
of progressive worsening of the hoarse-
ness, he underwent a fiberoptic laryngos-
copy, which disclosed the presence of
white plaques involving the upper sur-
face of both true vocal cords (Fig. 1a).
The supraglottic mucosa appeared nor-
mal and the vocal cords were mobile. A
large plaque-like whitish lesion was re-
moved from the left vocal cord for his-
tological examination. The biopsy speci-
men revealed an invasive fungal proc-
ess with numerous hyphae consistent
with Aspergillus (Fig. 1b).
A second direct laryngoscopy was per-
formed to accomplish the removal of all
the residual whitish plaques. Tissue cul-
tures from the specimens grew Aspergil-
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lus flavus. Findings on computed tom-
ography scans of the middle ears and
paranasal sinuses were negative. Thus,
primary aspergillos of the larynx in a pa-
tient with Felty’s syndrome was diag-
nosed and treatment with filgrastim and
intravenous amphotericin B (1 mg/kg
daily) was started. Under this regimen
the coagulation disorder disappeared and
the patient became afebrile. Because of
a rapid increase in serum creatinine, drug
therapy was shifted to amphotericin B
colloidal dispersion (Amphocil®). Ten
days later, amphotericin B was discon-
tinued and the patient was placed on ther-
apy with oral itraconazole. Two weeks
later, the patient was discharged in good
conditions. Indirect laryngoscopy, per-
formed respectively 2 and 4 months af-
ter discharge, revealed complete recov-
ery of the true vocal cords.

Discussion
Multiple factors probably rendered our
patient susceptible to Aspergillus infec-

tion. First, Felty’s syndrome is associ-
ated with an increased frequency of se-
vere infections. The cause of this sus-
ceptibility to infection is related either
to the defective functioning or to a de-
creased number of polymorphonuclear
leukocytes. In fact, Young and co-work-
ers reported that 70% of their aspergil-
losis patients had absolute granulocyte
counts below 500/mm3 (1), and some
studies have shown that abnormal phago-
cytosis may cause low resistance even
when the absolute cell count is normal
(1). Invasive aspergillosis has also been
reported in patients with qualitative neu-
trophil defects and in apparently immu-
nocompetent hosts (10). Secondly, our
patient had been on corticosteroid thera-
py for many years and high-dose steroid
therapy has been reported as the only
predisposing factor in certain patients,
in particular in solid organ recipients
(11). On the other hand, our patient also
had had pneumocystosis, a well-known
disorder in immunocompromised hosts

and in subjects who receive cortisteroids
for prolonged periods. Finally, the oc-
cupational factor must be considered. As-
pergillus lives in soil as a saprophyte,
drawing nutrients from organic substan-
ces such as dead plants, animal scurf or
excrement. Since this patient is a florist,
he is probably under constant exposure
to Aspergillus spores. In fact, 5 of 12 oth-
erwise healthy patients reported in lit-
erature may be considered at high occu-
pational risk, since they were either farm-
ers or carpenters (2, 4, 6).
When laryngeal lesions are evaluated in
patients with neutropenia, corticosteroid
use, and occupational risk, the suspicion
of aspergillosis must be raised.
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(a) (b)
Fig. 1. (a) On fiberoptic laryngoscopy, several plaque-like whitish lesions involving the upper surface
of both true vocal cords are shown. (b) Specimen of the true vocal cord (hematoxylin and eosin). Below
a partially necrotic epithelium, numerous fungal hyphae are seen.


