
The Journal of Laryngology & Otology
http://journals.cambridge.org/JLO

Additional services for The Journal of Laryngology & Otology:

Email alerts: Click here
Subscriptions: Click here
Commercial reprints: Click here
Terms of use : Click here

Laryngeal aspergillosis in an acquired immunodeficiency syndrome 
patient

C. Delbrouck, G. Chantrain, S. Kampouridis and M. Petein

The Journal of Laryngology & Otology / Volume 112 / Issue 05 / May 1998, pp 488  490
DOI: 10.1017/S0022215100140861, Published online: 29 June 2007

Link to this article: http://journals.cambridge.org/abstract_S0022215100140861

How to cite this article:
C. Delbrouck, G. Chantrain, S. Kampouridis and M. Petein (1998). Laryngeal aspergillosis in an acquired immunodeficiency 
syndrome patient. The Journal of Laryngology & Otology, 112, pp 488490 doi:10.1017/S0022215100140861

Request Permissions : Click here

Downloaded from http://journals.cambridge.org/JLO, IP address: 130.88.248.98 on 08 Nov 2012



The Journal of Laryngology and Otology
May 1998, Vol. 112, pp. 488^90

Laryngeal aspergillosis in an acquired immunodeficiency
syndrome patient

C. DELBROUCK, M.D.*, G. CHANTRAIN, M.D.*, S. KAMPOURIDIS, M.D.f, M. PETEIN, M.D4

Abstract
Aspergillosis is a rare infection. It varies considerably in its virulence depending on whether or not the patient
affected is immunodepressed. The serious form is characterized by vascular invasion with haematogenic
dissemination, tissue infarction and necrosis. The most often affected site is the lung. A laryngeal localization is
exceptional and usually results from dissemination from a lower airways portal of entry. Diagnosis is difficult:
cultures are only positive in 50 per cent of cases, while in 60 per cent of cases the characteristic histologkal
features reminiscent of sprigs of mistletoe are only found on postmortem examination. In view of the high
morbidity and mortality in acquired immunodeficiency syndrome (AIDS) sufferers, this condition must be
treated early and aggressively. Treatment is based essentially on amphotericin B and itraconazole.
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Introduction
Aspergillus refers to a species of sporulating micro-
organisms that are ubiquitous and cosmopolitan soil
saprophytes (Benson-Mitchell et al., 1994; Eloy et al.,
1996). There are more than 300 species, only approxi-
mately 30 of which are pathogenic for man (Serrano et ai,
1996).

A. fumigatus and A. flavus are the most frequent
contaminants in immunodepressed patients (Benson-
Mitchell et al., 1994). A. fumigatus is found on green
plants, in the soil, in organic waste, in bathroom pipes or in
air-conditioning systems (Eloy et al., 1996).

The spores, which are small (1 to 3 |x), produced in large
numbers and carried by air currents, enter the upper and
lower respiratory tract by inhalation (Serrano et al., 1996).
However, it is the lungs which are the site of infection in 80
per cent of cases (Kingdom and Lee, 1996). The diagnosis
of a fungal infection is difficult and in 60-85 per cent of
severe infections the diagnosis is only made on post-
mortem examination (Hass et al., 1987).

ENT localizations are rare and principally involve the
nose, sinuses and ears (Kingdom and Lee, 1996).
Laryngeal involvement is exceptional and usually arises
from the extension of a disseminated bronchopulmonary
infection (Richardson et al., 1996).

Only four cases of primary laryngeal aspergillosis have
been reported in seronegative subjects (Richardson et al.,
1996) and in one study involving 98 cases of Aspergillus
infections Young et al. (1970) reported no laryngeal
involvement. Two cases of laryngeal aspergillosis in an
AIDS patient have been described: one primary localiza-
tion and one laryngeal dissemination of bronchopulmon-
ary aspergillosis (Kingdom and Lee, 1996). We report here

a case of laryngeal aspergillosis in an AIDS patient. The
diagnostic and therapeutic approach has been compared
with the literature reports on this subject.

Case report
A 45-year-old leukopenic AIDS patient in stage C3

(CD4<10 mm3) with moderate neutropenia (500 to
1000/mm3) and multiple pulmonary lesions of an indeter-
minate nature was referred to the ENT clinic for
dysphonia. Fibre-optic examination revealed a verrucous
lesion of the upper aspect and free margin of the left vocal
fold, accompanied by bulging of the floor of the laryngeal
ventricle (Figure 1). Tomodensitometric examination
(TDM) showed a 5 mm thick tumefaction of the anterior
portion of the left vocal fold. The biopsies obtained by
suspension laryngoscopy revealed a necrotic lesion due to
Candida albicans. Intravenous administration of ampho-
tericin B (total dose 1 g) was given, followed by oral
treatment with itraconazole and local treatment with
amphotericin B-based nebulizers.

One month later a follow-up fibre-optic laryngoscope
and TDM were performed. The endoscopy revealed the
complete disappearance of the local necrosis and the
appearance of bulging of the left ventricular band. The
TDM showed an increase in the size of the lesion which
had assumed a necrotic appearance, being raised at the
periphery after injection of contrast agent and measuring
11 mm in anteroposterior diameter (Figure 2).

The patient, whose general condition deteriorated
gradually, was monitored in the ENT clinic. He died two
months later from respiratory failure.

Postmortem examination revealed massive pulmonary
aspergillosis with laryngeal, pericardiac and dermal
involvement.
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FIG. 1
Endoscopic view of the larynx: necrotic lesion of the left vocal

cord - Epiglottis (E), Vocal cord (VC), Lesion (L).

On macroscopic pathological examination (Figure 3),
the larynx was seen to be the site of a homogeneous
pseudotumoral lesion of 2 cm diameter filling the left
laryngeal ventricle, while microscopically mycelial fila-
ments were observed within the necrotic tumour areas
branching at an angle of 45° and typical of Aspergillus
infection.

Discussion
Two clinical forms of aspergillosis are described

(Benson-Mitchell et al., 1994). One affects the immuno-
competent individual. The other involves the immunode-
pressed individual and differs from the first through
vascular invasion which is responsible for tissue infarction,
necrosis, oedema, haemorrhage and metastases (Benson-
Mitchell et al., 1994; Kingdom and Lee, 1996). The
incidence of massive aspergillosis in AIDS varies from
0.16 to 0.3 per cent with an increase in prevalence in the

FIG. 2
CT examination after contrast injection: peripheral elevation

of the hypodense lesion with a necrotic appearance (L).

FIG. 3
Macroscopic view of the necropsy specimen after sagittal
section: pseudotumoral lesion of 2 cm diameter centred on the
left laryngeal ventricle and normal appearance of the right
hemilarynx - Epiglottis (E), Vocal cord (V), Ventricular Band
(VB), Lesion (L), Thyroid cartilage (T), Cricoid cartilage (C),

Arytenoid cartilage (A).

later stages of the disease (CD4 <50/mm3) (Dupont and
Lortholary, 1996; Kingdom and Lee, 1996). This infection,
however, is not considered opportunistic (Kingdom and
Lee, 1996).

The major risk factors are chronic diseases, use of
corticosteroids or broad spectrum antibiotics, gastro-
oesophageal reflux, radiotherapy, leukaemia, lymphoma,
neutropenia and immunosuppression (Benson-Mitchell et
al., 1994; Kingdom and Lee, 1996; Richardson et al., 1996).
These, however, are only found in 50 per cent of cases in
AIDS sufferers (Dupont and Lortholary, 1996). Our
patient was himself severely immunodepressed (CD4
<10 mm3).

The anti-Aspergillus defence system is based principally
on polymorphonuclear neutrophils (PMN) and monocytes/
macrophages (Rispail et al., 1996). The inhaled spores are
phagocytosed by macrophages. If this defence mechanism
is circumvented, the spores form filaments which are
destroyed by PMN agglutination (Rispail et al., 1996).

Paradoxically, PMN and macrophages are not the prime
targets of the human immunodeficiency virus (HIV) virus,
at least in the early stage of the infection (Dupont and
Lortholary, 1996). However, it has recently been shown
that the anti-Aspergillus activity of these two cell popula-
tions is impaired in AIDS (Dupont and Lortholary, 1996).
In addition, in vitro tests have suggested disturbances of
phagocytosis (Kingdom and Lee, 1996).

The lungs are preferentially affected, with extra-
respiratory extension in 25 per cent of cases particularly
affecting the nervous system and the heart. The larynx on
the other hand is rarely involved (Kingdom and Lee,
1996).

In view of the diversity of the diseases liable to affect the
laryngeal region in a context of immunodepression, any
persistent dysphonia should be the subject of careful
endoscopic investigation and biopsies (Hass et al., 1987).

Clinically, aspergillosis of the larynx is manifested by
hoarseness, dysphagia, and even stridor (Fisher et al., 1992;
Kingdom and Lee, 1996; Kuo et al, 1996). Apart from the
presence of adherent white plaques, (Fisher et al., 1992)
the laryngoscopic examination is non-specific (oedema,
erythema, hyperkeratosis, superficial ulcerations) and
numerous differential diagnoses must be considered
(tuberculosis, syphilis, herpes, candidiasis, Kaposi's sar-
coma, lymphoma or carcinoma) (Kingdom and Lee, 1996).
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As mycological cultures to identify the species are only
positive in 50 per cent of cases (Stoll and Dumon, 1996),
the diagnosis of aspergillosis is based on the demonstration
of its characteristic microscopic structure: filaments
branching at an angle of 45°C reminiscent of the structure
of mistletoe (Rispail et al., 1996), the extremities of which,
in the form of a vesicle of ''Aspergillus head', carry the
spore-forming conidiogenous cells (Serrano et al., 1996).
This observation alone provides a diagnosis, the presence
of isolated spores indicating colonization but not infesta-
tion (Rispail et al., 1996).

In the reported case, the laryngeal biopsies did not allow
an accurate diagnosis. Only contamination with Candida
albicans was noted. This is undoubtedly due to an
inadequate sample, probably too superficial.

Invasive aspergillosis in AIDS patients is accompanied
by high morbidity and mortality (Kingdom and Lee, 1996).
When the diagnosis is made, survival does not exceed four
months (Kingdom and Lee, 1996). Death is due either to
intrathoracic invasion or dissemination of the disease, or
obstruction of the airways by pseudotumoural formations
or mucoid impaction (Kuo et al., 1996). Our patient died in
respiratory distress following obstruction of the lower
respiratory tract two months after the first ENT examina-
tion. The laryngeal involvement was probably related to
pulmonary dissemination, which moreover had been
described on the computed tomography (CT) scan five
months before the appearance of the ENT symptoms,
although no precise diagnosis was proposed.

In AIDS sufferers, treatment must be particularly
aggressive because of tissue and vascular invasion respon-
sible for necrosis leading to haematogenic dissemination of
the infection (Richardson et al., 1996). Despite its side-
effects (nausea, headache, nephrotoxicity, etc.), the princi-
pal therapeutic agent remains intravenous amphotericin B
(1 mg/kg/day) (Benson-Mitchell et al., 1994; Kingdom and
Lee, 1996). However, to reduce the drawbacks, the
liposomal and nebulized forms are currently recommended
(Kuo et al., 1996).

In addition, several studies have shown that oral
administration of itraconazole with its weak toxicity yields
a comparable response rate to that obtained with
amphotericin B (Loeuille et al., 1993; Denning et al.,
1994; Kingdom and Lee, 1996). This broad-spectrum
antifungal agent thus constitutes an interesting alternative
to amphotericin B in the treatment of aspergillosis because
of its efficacy and better tolerance (Loeuille et al., 1993).

The optimum duration of treatment is not clearly
defined in view of the high number of cases of resistance.
It is generally continued until the demonstration of clinical
improvement. From this viewpoint, surgical debridement
may be necessary to encourage the penetration of
antifungal agents, particularly in the presence of haemop-
tysis or airways obstruction (Kuo et al., 1996; Richardson et
al., 1996).

Despite an incorrect diagnosis, our patient benefited
from adequate treatment involving 20 days of intravenous
therapy with amphotericin B at the required doses,
replaced by oral administration of itraconazole and local
antifungal agents. This treatment, although it produced an
improvement in the laryngeal signs and symptoms, did not
prevent a fatal outcome which highlights the importance of
early treatment to obtain a rapid diagnosis and institute the
appropriate therapy.

Conclusion
In immunodepressed patients, Aspergillus infection

rapidly assumes a generalized form with a poor prognosis.
The initiation of the most effective treatment depends on
an early diagnosis. However, mycological cultures are
disappointing and the observation of the typical features of
Aspergillus on pathological examination is difficult as it is
hard to obtain adequate samples. A laryngeal localization
is exceptional and the accompanying signs are non-specific.
However, the presence of whitish laryngeal lesions in such
a population should suggest this diagnosis and encourage
performance of deep biopsies in order to increase the
chances of obtaining a histological diagnosis. The reported
case of an AIDS patient infected with Aspergillus clearly
illustrates the different facets of this condition.
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