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Correspondence
Amlodare pneumonitis three further cases with a review
of published reports

SIR,-We read with interest the paper by Dr JI Darmanata
and his colleagues (January 1984;39:57) describing three
new cases of amiodarone induced pneumonitis and review-
ing 32 other reported cases. The authors conclude that
proof of an underlying immunological process is lacking.
Even if in the majority of cases the mechanism of the

disease appears to be a purely toxic one, it seems possible
that an immunological process may be involved in others
for the following reasons: (1) In one case' deposits of C3
have been found in lung biopsy material as Dr Darmanata
and others point out. (2) In six patients bronchoalveolar
lavage was performed.'-6 In four of these a lymphocytosis
of 23-59% was observed in the bronchoalveolar lavage
fluid.3-' Lymphocytosis is a good sign of extrinsic allergic
alveolitis in general and of pneumonitis due to drug
hypersensitivity in particular.7 (3) An inversion of the ratio
of lymphocyte subsets in bronchoalveolar lavage fluid was
found in our case of amiodarone lung.3 A similarly inverted
ratio has been noted in hypersensitivity pneumonitis after
inhalation of organic antigens.8 (4) Peripheral blood lym-
phocytes from our patient when cultured in the presence of
the drug were found to secrete a significant amount of a
LIF-like lymphokine by comparison with control lympho-
cytes, suggesting cell mediated hypersensitivity.
These arguments suggest that in some cases at least an

immunological mechanism-cell mediated hyper-
sensitivity-is the originator of amiodarone pneumonitis.
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SIR,-The presence of C3 deposits is not the sole deter-
minant of a specific immunological process in the lung.
Recently, one of us described the non-specific character of
such findings in patients with manifest immunological lung
disease.'

Bronchoalveolar lavage enables one to assess changes in
cellular traffic in the alveolar spaces. Although significant
alteration of the cellular composition (that is,
lymphocytosis) of the bronchoalveolar lavage fluid was
demonstrated in four out of six patients with amiodarone
pneumonitis,2 lymphocytosis per se or an inverted ratio of
lymphocyte subsets does not necessarily imply that
hypersensitivity is the underlying derangement of the pul-
monary reaction or that a pathogenetic mechanism has
been elucidated.3 As experience with drug induced pulmo-
nary toxicity accumulates, it becomes clear that the same
drug may exhibit a varying pattern of reactions.4 Recently
one of our patients who had pneumonitis at low doses of
amiodarone had an eosinophilic reaction in the bronchoal-
veolar lavage fluid (20% eosinophils, 3% basophils, 47%
polymorphonuclear cells, 16% lymphocytes, and 15%
alveolar macrophages). Lymphocytosis itself could also be
part of the inflammatory response secondary to the forma-
tion of toxic intermediates of amiodarone.

In this context it is worth noting that bronchoalveolar
lavage fluid of the patient described by Brambilla etal5
contained a significant amount of amiodarone and its
metabolite, which gradually decreased after withdrawal of
the drug, confirming our observation of a significant
accumulation of amiodarone and its metabolite in the lung.
We are of the opinion that pulmonary accumulation of

amiodarone with the formation of toxic intermediates may
form the basis of the observed pulmonary changes and it
may be accompanied by a significant reaction of the
immunological system.
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