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A case of fatal disseminated aspergillosis in a 
renal transplant patient is presented. The initial 
manifestation of the disease was consistent 
with thyroiditis. Autopsy findings are shown 
and support this unique presentation. The 
diagnosis of aspergillosis is difficult to make 
and may require pulmonary biopsy. Early diag
nosis and treatment with amphotericin B are 
the keys to successful management of the 
disease.

INTRODUCTION

I n v a s iv e  fungal disease is an increasing
ly important complication in the im- 
munosuppressed patient. The lack of spe-
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cific clinical signs and symptoms, together 
with failure in isolating the organism from 
antemortem specimens, create difficulty 
in establishing the diagnosis. Generally, 
the diagnosis is made at autopsy or in the 
terminal stage.1-5 A case of disseminated 
aspergillosis in a renal transplant patient 
who was seen with initial clinical findings 
consistent with thyroiditis is presented. 
This represents a unique case of aspergil
losis in that clinically apparent involve
ment of the thyroid with Aspergillus has 
not been previously reported. Subse
quent delayed Aspergillus dissemination 
produced a rapidly fatal outcome, stress
ing the importance of early diagnosis and 
treatment.

CASE REPORT

A 29-year-old Puerto Rican man with chronic 
renal failure secondary to glomerulonephritis 
was admitted to the University of Pennsylvania 
Hospital in April 1976. He had been maintained 
on a program of chronic hemodialysis over the 
previous year. In April 1976 he underwent 
cadaver renal allograft transplantation and was 
placed on immunosuppressive therapy consist
ing of azathioprine (Immuran) and prednisone.
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Eight days following transplantation, the pa
tient complained of anterior neck pain. He was 
afebrile, and clinical examination revealed dif
fuse, tender enlargement of the thyroid gland. 
The white blood cell count was 14,800/cu mm 
with 95% neutrophilis. A chest film, T-3 and T-
4, was normal, and there was no evidence of 
thyroid autoantibodies by antithyroglobulin 
titers. It was believed that the patient was 
suffering from a subacute thyroiditis, and no 
further treatment other than continuation of 
the present dose of corticosteroids (Predni
sone) as given. Over the next two weeks the 
tenderness and swelling decreased and the 
neck examination and white blood cell count 
returned to normal.

In June 1976, nine weeks following trans
plantation, a progressive decrease in the visual 
acuity developed in the patient's right eye. He 
was afebrile. Ophthalmologic evaluation indi
cated an endophthalmitis most likely on an 
infectious basis. The remainder of the physical 
examination was within normal limits. Chest 
roentgenograms were normal. A diagnostic 
vitreous aspiration was performed and re
vealed no organism by Cram stain or by 
culture. Several blood, cerebrospinal fluid, 
urine, and sputum cultures were obtained and 
were negative for bacterial or fungal growth.

Over the next few days, the patient re
mained afebrile, but manifested evidence of 
renal transplant rejection with a marked rise in 
serum creatinine and decreased function on 
renal scan. The patient subsequently had a left 
hemiparesis, and an EMI scan demonstrated 
hemorrhage and infarct in the right anterior 
cerebral region. The patient was then started 
on amphotericin B, nafcillin, and gentamycin, 
but the clinical course rapidly deteriorated, 
and he died on the tenth hospital day with the 
terminal event being intraventricular hemor
rhage. During the hospitalization, the patient 
remained afebrile except for a low-grade 
temperature over the last 48 hours of life.

AUTOPSY AND 
M ICROSCOPIC FINDINGS

The autopsy examination revealed a 
systemic vascular invasion caused by 
Aspergillus accompanied by thrombosis, 
infarction, hemorrhage, and abscess for
mation. The main organs involved were 
(1) lung, with necrotizing pneumonia and 
infarction, (2) heart, with severe verru
cous endocarditis of the mitral valve and

multiple fungal abscesses in the myocardi
um, (3) brain, with intracerebral and intra
ventricular hemorrhage and necrosis, (4) 
right eye, with endophthalmitis and a 
vitreous fungal abscess, and (5) thyroid, 
with bilobar fungal abscesses.

The cut surface of the thyroid showed a 
cystic area measuring 2 cm in diameter, 
lined by a yellow capsule, and filled with 
a green purulent liquid (Fig 1). Micro-
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Fig 1.—-Cut section of thyroid with 2-cm well-defined
abscess.

scopic examination disclosed an abscess 
cavity encapsulated with a thick fibrous 
tissue capsule. Abundant, septate, branch
ing hyphae were seen within the abscess 
cavity and in the colloid and interstitial 
tissue of the thyroid (Fig 2 and 3). The 
structure of the fungus was the same 
throughout the body and was compatible 
with Aspergillus as confirmed by culture.

DISCUSSION

The incidence of deep fungal infections 
caused by opportunistic organisms such 
as Aspergillus has increased steadily over 
the past several years. It occurs as one of 
the complications in patients with im
paired host defense mechanisms, the 
renal transplant patient has a particular 
predisposition to mycotic infection. The 
use of adrenal corticosteriods, immuno
suppressive therapy, and the presence of 
a chronic disease state are related to im
paired host defenses and may permit the 
growth of normal fungal commensals



Fig 2.— Section of thyroid abscess showing thick-walled cavity (trichrome, slightly reduced from X8).

Fig 3.—Section of thyroid parenchyma showing acute-angle branching hyphae characteristic of Aspergillus 
{Gomori methenamine silver, slightly reduced from x50).
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from subclinical infection to progressive 
dissemination and fulminant disease.1-5

The Aspergillus infection most com
monly originates in the lung, although 
the paranasal sinuses, bowel, skin, and 
intravenous catheters may also serve as 
portals of infection. Subsequent hema
togenous seeding may involve any organ, 
but dissemination most frequently in
cludes the lung, gastrointestinal tract, 
brain, kidneys, and liver.

The symptoms and signs of aspergillosis 
are nonspecific and overlap with other 
infectious and noninfectious processes. 
Pulmonary complaints predominate and 
include nonproductive cough, pleuritic 
chest pain, dyspnea, and low-grade fever. 
Corticosteroids may camouflage the signs 
and minimize the symptoms. Radiologic 
evaluation is nondiagnostic and may sug
gest a patchy pneumonia or embolism. 
One third of patients show no radio- 
graphic abnormality.12

The symptoms and clinical evaluation 
in this patient were consistent with thy
roiditis and were present without the 
more typical pulmonary symptomatology 
seen with aspergillosis. Although other 
series have shown the thyroid to be 
involved with disseminated disease at 
autopsy, clinically apparent disease in the 
thyroid has not been previously reported. 
This unique manifestation of aspergillosis 
was present nine weeks before subse
quent dissemination led to cerebral in
farction and death. Any of the previously 
mentioned portals may have allowed the 
organisms to gain entry. The immuno- 
suppressed host was unable to resist the 
spread of infection to the thyroid. Wide
spread dissemination and fulminant in
fection took place in a delayed fashion 
and became manifest at a point where 
therapy was ineffective.

Skin tests for Aspergillus are not diag
nostic. Serologic tests are available, but 
are unreliable with frequent false-nega- 
tive results. Although easily grown from

environmental sources, Aspergillus is only 
infrequently cultured ante mortem. In 
this patient ante mortem fungal cultures 
of the respiratory tract, blood, bone mar
row, cerebrospinal fluid, and vitreous 
were negative, in spite of subsequent 
histologic demonstration of Aspergillus 
involvement. This feature is typical of 
aspergillosis and is reaffirmed by other 
reviews.124

In the presence of pulmonary symp
toms, thorough evaluation of fresh sputa 
is mandatory and may require broncho
scopy with saline washings to obtain a 
satisfactory specimen. The presence of a 
pulmonary infiltrate in an immunosup- 
pressed patient may warrant percutane
ous needle biopsy or open thoracotomy. 
Specimens obtained should be examined 
directly with phase-contrast microscopy. 
The finding of hyphae is believed to be 
diagnostic of active fungal infection.3

Amphotericin B is the drug of choice 
for invasive aspergillosis. Recent work by 
Goodman and Koenig6 has shown that 
lower doses given over longer intervals 
lessened the toxic side-effects without 
jeopardizing the therapeutic effective
ness. Aspergillosis in four renal transplant 
patients was treated successfully by Bur
ton et al using this newer regimen.3 In 
each case the diagnosis was made early in 
the course of the disease and required 
lung biopsy in three instances.

Although fungal infection was included 
in the differential diagnosis in this pa
tient, the absence of pulmonary signs or 
symptoms together with multiple-nega- 
tive fungal cultures from several sources 
precluded the use of amphotericin B 
earlier in the course of the disease. Fol
lowing the patient's intracerebral hemor
rhage, amphotericin and vigorous broad- 
spectrum antibiotic therapy was begun, 
but as confirmed at autopsy, the Aspergil
lus dissemination was too far advanced 
for therapy to be effective.
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CONCLUSION

This case points out the insidious man
ner in which mycotic infections may be 
present in the immunosuppressed pa 
tient The lack of specific signs and symp
toms together with difficulty in culturing 
the fungus from ante mortem specimens 
make the diagnosis difficult. The differ
ential diagnosis of an infectious process 
in this patient group must include fungal 
disease, and appropriate culturing tech
niques should be carried out. In the 
presence of pulmonary symptoms, a care
ful examination of fresh sputa is neces
sary, and lung biopsy may be appropriate 
in some cases. Early diagnosis and treat
ment with amphotericin 8 remain the 
keys to successful management of inva
sive aspergillosis.

Key Words: Aspergillus; dissemination; thy
roiditis; immunosuppression; pulmonary; am
photericin B.
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