








FIG. 5. Lung. Aspergilli invading a thrombosed vein. Methenamine silver nitrate. x 250.
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FIG. 6. Br-ain. Thrombosed vessel and area of softening, both invaded by aspergilli. Methenamine silver nitrate. x 250.
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Disseminated aspergillosis

patient proved at necropsy to have prosthetic
valve endocarditis due to A. fumigatus (Dr.
R. M. E. Seal, personal communication of a case
to be published). Our methods consisted of
liquefying solid Sabouraud's medium by heating
and then allowing it almost to solidify before
adding 5 ml. of blood obtained aseptically by ante-
cubital venesection. The mixture was then poured
onto a plastic Petri dish and incubated at 370 C.
As this was done by the patient's bedside, aerial
contamination of the plate cannot be completely
excluded; this, however, is unlikely in view of the
short exposure and because the patient was on a

ventilator with an expiratory air filter.
Thirteen confirmed cases of disseminated asper-

gillosis were described in the literature before
1960 (Grcevic and Matthews, 1959). The num-
bers increased and Khoo, Singai, and Leong
(1966), in describing their case, brought the total
up to 23. In none of these was a diagnosis pos-
sible before death.
As aspergilli are commonly present as sapro-

phytes in the respiratory tract their culture from
the sputum does not necessarily indicate asper-
gillosis. This term should be reserved for cases in
which the presence of aspergilli has led to an in-
flammatory or hypersensitivity response or where
the fungi have become invasive.

Treatment of non-invasive bronchopulmonary
aspergillosis has been discussed by Henderson and
Pearson (1968). Amphotericin B (Henderson,
English, and Vecht, 1968; Caplan et al., 1968) is
the current treatment for disseminated aspergil-
losis but it is only fungistatic and slowly acting so

that a 30-day course is required. In view of the
fulminating nature of the disease, once it has be-
come invasive, treatment with amphotericin B is
unlikely to be successful. Aspergilli usually enter
the blood stream by invasion of thrombosed pul-
monary veins (Grcevic and Matthews, 1959).
Thus the finding of aspergilli in the sputum,
although by no means proof of an invasive lesion,
should always be taken seriously, especially if the
patient is receiving antibiotics as well as cortico-
steroids.

Neither an immediate (type I) nor a late (type
III) skin reaction to aspergillus antigen is proof of
active infection (Pepys, Riddell, Citron, Clayton,

and Short, 1959; Scadding, 1967), but the demon-
stration of serum precipitins to aspergilli almost
always indicates the presence of live fungus in the
body (Avila, 1968). As these disappear relatively
quickly when contact with the infecting fungus
has ceased, their presence indicates an active or
recent fungus infection (Henderson, 1968;
Henderson, et al., 1968). They were present in
only 1 % of the sera of 1,000 urban blood donors
(R. M. E. Seal, personal communication). High
titres are obtained in patients with invasive asper-
gillosis and moderately high titres in 60% of
patients with the asthmatic type of aspergillosis
and also in 90% of patients with aspergilloma
(Henderson et al., 1968).

In the present case repeated heavy growths of
A. funzigatus from the tracheal aspirates, a posi-
tive blood culture and a positive serum precipitin
reaction enabled the diagnosis of disseminated
aspergillosis to be made during life, which was
confirmed by histology and cultures at necropsy.
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